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s (54) Tille: QUINAZOLINE DERIVATIVE AND MEDICINE 

— (54) mo^m ^i-V'j >mmt$Rxs^m 




(57) Abstract: An excellent antipruritic drug which functions by a new 
mechanism. Also provided is a quinazollnc derivative represented by the 
follow ing general formula ( 1) or a sail ihcrcof: ( 1 ) wherein R' represents 
hydrogen or alkyl; ring Q represents cyclohcxylcnc or phenylene; A' and 
A^ each represents a single bond or alkylenc; E represents -NHCO-, etc.; 
A^ represents a single bond, a divalent (un)saturated aliphaic hydroear* 
bon group, etc.; R^ represents a noncyclie aliphatic hydrocarbon group, 
etc.; and R^ and R* arc the same or difTereni and each represents hydro- 
gen, alkyl, etc. The antipruritic drug contains as an active ingredient the 
derivative or a phanmaccuticany acceptable salt of the derivative. 
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5 X^^^o 

i:il)c4tCfi. LTB4 (p^- r3 h y B4) jSmf^ffi W L . gi|}^i^)^iJ UT 

15 
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(1) 



5 E(i, (l)-NHCO-X(i(2)-CON (R") ~ (^t, R'^tK^H 
AMI. A^'- A^2- A='='SrSL. 

ittmm. l~2^f4-C$)o-C®^^^i^-CV^X'bJ:v^J^^^6~l 2(D^ 

20 E;55-CON (R") -O^^fl. ^©-N (R") - - A ■» - R =• T'S 

R^RUR'it. m-Xn^fJ:^X. tK^I^^^x T/i'^yi'> 7yu=i=^i/. 
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flL. N-{4-[((lS.2R)-2-l[T 5 y (-< 5: / ) iJ' p 

{4-[((lS.2R)-2-{[T5 y ('T 5 / $ / 1 ^ n ^=Je- 7 5 

5 141^ <o 

(B) }c^<D^^v')ym%'^ (1) xn-tn^<??]^^^^^^jt5^i:-r6ii 

10 




(lb) 

R', ^Q. A\ A\ A\ R^ R\ R\ R'I4, m^tm 

^0 
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McW^tf}\^fi. x^^i/, n-T'D e/w. -fyyptf/u, n-^^/u. 

-fy/^^A, sec-yf^/u. tert-:/9^yw. n-^^^'/i', -ry^:/^^^v 

:t^>'^>'l'» n-^:3f i^/l'v y ^ /I' , n-^T^^^U, y^:/f■>'^^ n- 

J: I? if* Lv^o 

rr/v-^ywf-^tj, ^ v^T>'i^=¥>'i'j. r v?7/i'^/i'T 5 y r^y 

7/i'=Jr/UT $ y js r v?T>'^=^/^;&>'^^'^*'<>'^J. r ^ y T /i^ =^ >'^ * 'i' 

15 5yj. r7 !> — /i'T>'i'=Sf fv^T/w^^'VT 5 y j^/v^^^'i'jx rT>'i'^=¥ 

r->^ o^dr vi/^Sj LTIi. -^Jx-fi, a^^->^:/, 1,3- 

20 »t P'->=3E^>' 1^:/^^?* tl/^ 

25 'O'^y f^i^i^, '^^f-y f-^:/?r*tf5:it^^-Ct 6o i:0^p»t. 
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5 r-y^ nT/u^/uj urn, ^^i:3~i o<D 1 ~3ggtt<o 

5/^ ox;i(7-/U, T^-^y^^l^ (1-7 -7^5" /U. 2-T ^^-^ ^^^/u^), 2- 
Ifv'^ n [3. 1. 1]^7'5^/V', 2-\i'y^ p [2. 2. l]^:^f^.'i'^^lf 6 ^ t *>X- 

yu^K^/u-. ;)t7.'i'/<^--f yi', ^ / 7;i'=^>'U*/u^<^-l' yi', -JT /^^^ Ji-^'^ 

rn, m^\t. iimx«^«tm4^om^ii:i~8(7)7>'U#/w. E^Xtt^ 
«^^^^0^3^ic2 ~ 8 <D7j^^^^;V^ ii:^Xf±5>^^4*tco^miSc2~8 (7) 
7ywdf.ri/u§r^{f 5 - <b ;j5-C'# 6o g^^sgnefliEl-. l~3i@0 

20 fi, 7/V'=¥>'W. tKp^v', 7yi'3^->, ^ai^/u {t^t^iiy 3^=^J^\-t^ 

5 7, ^y 7/V'=^/l'7 5 y , v^7yU='r/U7 5 / , 7v^/U7 5:y, 7/l'^yl' 
jp^yl/zj^ =.71^, 7>'U^>'l':^yl'XM^>'^7 5 / , 7 — yU^^/V'*:::!/!', :t =^f V , 

ri ~3^^4T'foo-CE^$i^TV^-C'b J:v^]^^^3~ 1 OO^^flglft 

i^^^tlTK^Sj ^: Ltd, ^iJ;t«, 1 ~ 3 ^SO^tSfa^-^^^ LT 
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-r^u (2.3-i^b: K n -IH-^ >t ^^-l-f /U. 2.3-v?t K o -IH-f V-2- 
5 -f^, 2.3-v'l: Kd-ih— l':^x>'-5— T/i^^), 1. 2, 3, 4-x h 7 t K d ■:^ 7 

i/^ n [4. 2. 0] ^ ^^-1. 3, 5- h y :t ^ ^ tf 5 - ^ ;iST- # 5o * . 

JiseifeS^* LTi^-Cb J:!/^ ^^d^sm^Si: L-Cti. 0iJ^fi\ Tyu=5f 

f 1 ~2iitt-CfeoT®1^^?n-CV^Tt>ct^^^^l&6~ 1 2iZ)5§=#J^i^ 

yu^/i'7 5 y ;^y^* = >'^^ 7>'i^=¥/i';^>'^*^y^> 7/i^=^/i';^>'^* =-/'i'7 5 
20 y, 731— /u-;^/!'*— ;^^y. -yr y . =■ ho s 75y:^yi^*-/V'. 
/^Dyy, h y 7yw;*-o ^ f^yi'. h y 7;^;^- o ^ h ^ v^, 7>'U=^/v^3i-, 

1-3®^^^, 1 ~6li(D?FiafP^-g-$r^U-Ci.^Tt J:''^, 5~12mJ^ 

/u, 3-fy v?/w, 4-ey v^yb), y 5 i^=-yv. (2-i^y 5 vf:::iyu, 4-ey $ 
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(2-7 7^/1^, 3-77— >'^)x f h 7 k Kd 7 7-/^ (2-x h7 k Ko 7 
7:::;»U, 3-f h 7 t Kn 7 7-/1^). 5-;J-=^r h 7 t Kn 7 7 V-Z-^ 
5 2-;j-:5ry T h 7 t K ci 7 7 i^-S-^ /l'. f-a^^/W (2-^^ = /l', S-^ai^/U), 

y (1-^ 5 y /w, 4-1' 5 y:/ y z^^). \fy^/^) 0-^7 
/y;p, 5-t°7 / y yi'^). ^^t/y/w (4-;t=>r1^y y yu. 5-:r=3rf-/y 

>(- y dr-l^ / y y dr ^J- y _^l._4-^ yl^^ ^ y df-f- ^/-/U-S-^ yU^) , 

-2-1' /u, -i^^y [b]^;e-7:ji>'-3-r yw^). (2-^yy 
[b]7^-/P^), 2, Kn^y y [b]7 7 >'-7-'i'/i^. 2-^>i^^$i/ 

^'y/u, 2-;i-^y-2.3-v?fc Kp-iH-'<:^X-f ? ^/v'— >'^-5-'l'>'^. 

^7/yyw (i.3-^>':/f-7y->'i'-2->r>'w^). >ri^Ky/i' (2-ri^Ky 

15 yw, S-r :^ K y 1, 3-i^;*-=3f y-i. 3-v^ t \fa-2^-y(y^y\t—jv-2- 

-i)^. =3^7 y/w (2-4/ y/v. 3-=3f-/ y^i^. e-^y y /u^). 3-r y^ / y 

/I', 2H-i:' D ^ >-6-'l'yl'. 2-;t=^ry-2H-i5' u ^ r^l^, 2-;i-=«r y -2H-^ 

n ;^ >--7— r^V, 6-;t=Jr y-7.8-i^t K n -6H-[1, 3] y D [4. 5-g] n 

yy-8-t'/U. 2,3-v?t h'o-l.4-^>yi;^:t^i^y-&-^;U, 3,4-i^t Kd 
20 -2H-l,4-'<y >^3j-:3{^1^i;'V-6— f -'W, 3-:^^ y-3,4-v' t Kn-2H-1.4-'<>' 
y:t=5r-y-v^y-6-^/U. bf n y = P y i^ = /P, 2-f n y = 

2S-ea y 3-e n y v'r^/U^), l-fpy-y'U, l-i^tKa^7y 

yyp. 3, 4-v?t Ko t'y v^^^-l-'l'/L', 4-t°^yv?^/U. 1,2, 5,6-rh7t 

25 *y/, ^;*-^/i'*y y. i-^y Ky^>'^. 3,4-i^fc kd-t y=Jry y y-2- 
^ t Kp y y :/-i-f /u, l-71^* t^v^^ p [2.2.2];^-^:' i^-3- 
-r/^, 6-7-t>-*K'i/:J'p[3.2. l];i-^^'V-6-</W, 2-;^- df- y -2. 3-i^ t Kp- 
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1 ~ 2{@?Sr^A/T'l/^-C'b i < , 1 ~ 3 fitO^tSfD;^^^:^ t•CV^X t 
1 ~3S14cojt4^tT 5 y S^^ff?)^ i:;6^T'#6o :i: 6*) Ic (i , \f 

10 t^fc Ko v'^'-l— r >'»'^ 1.2,3,6-x h 7 t Ko fc'y v'i^-l-'1'>'l^. 

Kn-lH-'l':^ 1 -'f /u. 1.2, 3, 4-t- h^tKo^/y 

-r /u. 1, 2, 3, 4-r h 7 t K D ^ y / y :/-2-^ yu. ;fi5'^tKo=^/y> 
-l-r/u. 8-(4-;r=^y-l,3,8- K y 7-!f t; t" p [4, 5]r . 2, S-v't Kd 
15 -IH-f n-yu-l-xfyu, 6-7-y-*f n [3.2. 1]:^^ >'-^-^ ^ :l 

i/^ 7/1^^ ^i^T A'^ji'. T'y)V, 7 'y )VT % J . T tX'if^—jv , 
13 )\'/<^-^ ji', ^/ 7/i'=^r/i^;^ /i'/^^'f /w, v^7y^^y^:p&y^/^^-1' /w, 7 
20 /u^idr ■>x•g^$t^-Cl^T "b J:v^7 y — /u. 7 y -/W7/u=¥/u. 7y-^^ 

jjV'T-/^. if'^yi^y, f yv?/u ( f y v?:/-2-'i'/u, fy >^^^-4-'f/u 

^•), fy5v=/u (fy 5 -:^:/-2— r>'i^^), f7v?-yu ( f 

25 (D, ^ h=¥v'. n-7'P^=Jrv'. -< 7 7" P =^ , 

n-7'h=^v', ^V:/V^'y. sec-7' h =^rv^. tert - 7' h =^r i^. n-'O^A 
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5 #5. 

f/Noyv-j b\.x\i.. yynw=i-. %.^u=i-. %n%=i-. ^n%=i-^ 

\TViv\ tLTIi. m7L\t. iE^Xfi^^^5|^<^^^icl ~8(DT/i';^7 

^ 0 

25 5 i:*»'C'^ So 
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i/^ u-:fti-<=.jV^ 'y xj T =- , ^ a ^1^7" ^^Jl'. v'^p^df- 
o [2. 2. 1 ] ^ 7°:? -2-:t y-s-f Z. hii^X ^ ^ „ li^li^^'y ^ xiy 

10 ^ J T iX'. 'yr )\/^ iX'ii TA^^^-y 

5 ~ 8 ® CD;4S J; 19 ^i? ^ L i/\ 

15 n'<r:U>', 'O'T^V'^', ^^f "fe — u >- S: 5 w iftS T' 

rjgj h\^X\%. g^i^F^^nS:^. f!lx.Ji. i^S?, {)lt®?> D 

y :^jv^sym. ^i-^^'y 7^/\^-^y^. V ti'^y T^j^^it^yW. i-y^^ 
y7./\^y)r^ym^ ti yy 7 - :^y\^^-y^^(D^mm<Di^i:mif ^ :itt^x^ 
ho 
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^^t^^nri^T txtV^r/I^^yt-S. m^$iXTV^Tt> T>'^=5f 
ST'fc5Bfil5=^-^/ !; y^^M^fit^ ( 1 ) X«^ix^©l^-Cfoao ?:f;i^r-^>R=' 

yy^^fl: (1) Xli^^^boi^iS5^f* LV^„ 
10 l^lCiif* LV>3fc||P^{fc^«^tt. N-{4-[((lS,2R)-2-{CT 5 / U 5 / ) ^ 5" 

X i^-2-;<7/^7K:¥1^ $ K. N-{4-[((lS, 2R)-2-([T 5 y 5 y ) p< 
^/i']T ^ p^^v//w)7 ^ 3-6-> ^ju^-ty V >-2— (*yU}-4-;^ 

h^->^yXT 5 K, N-{4-[((lS.2R)-2-([T 5 y (-< $ /)^^/HT 5 / } 
15 n^:^f •>/l')T 5 y ]-6-p< V >-2-^ M-l-^y-y 7 7 

2-;!;/l'jJ?^f-5 K> 4-[((lS,2R)-2-{CT^ / (^ 5 y)^f-/l-]T$ / ] ^> 

i h\ 4-[((lS,2R)-2-{[7 5 / 5 ^^^]7$ / } a^df v^yw)7 
$ y]-N-(3.3-v'^ 5'^l'7'^^W)-6-^ y :/-2-:*yuzK=3rlJ- 5 K. 

2Q 4-[((lS,2R)-2-{C7 5 ^ i-( ^ y ) / ^^^]T 5 / } D^:^r i^^l^) 7 5 
y ]-N- tJ' n :/ /u-6- p« ^ =^1^ V y :^ -2- ;i7 /U tK ^ i^ 5 K , 4- 
[((lS.2R)-2-{[7 $ / (-Y $ / ) y ^"/I'lT 5 y }->i5' n^dri//U)7 5 / ]- 
N- (2- ^ y ) -6- y ^ ^ ^/ y y -2- * df- 1>- 5 K . 4- 

[((lS.2R)-2-{[7 $ / (-< 5 / ^/l']7 5 y } a^^i^/U)7 5 7]- 

25 e-T'^/l'-N-n-T'p fcV^:^■:^>/ y y-2-;!t;/l'^^i*-$ h\ iRO^ 4-[((IS, 2R)- 
2-{[7 5 7 (■^' 5 7)^ ^yulr 5 7 } v/^ a^^i^/V)7 5 7 ]-N-r y^f" 

RtiE-il^^ (la) (^^IgPJ^b-^ifeli. m^i-i. rBOK!t^\:.V^oX. 

m^'j^m^i^m wooi/72710 ^■iz.ss.m(o:i3^i:Lmcxmmi- ^ z. ti^x^^o 
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,2b 




,2c 



1) R^-A^-COCI 
(3) 



2) fmm 



H 



(2) 



(la) 



(^t, R'. R\ R'. R'^ A'. A^ A='&t5SQ»l, w\^tmtko 
WM\t%^ (2) t 1 ^S~i§iyi:£^®^i5' o y K (3) ?r :/ if , 

j\^7i-^i/l3 /\^ifs^;\^, T±'f-J\^^^^\-fi>:Lbt^X^^o 
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I ""^ R< 1 ^ H H R* i ^ H 




o o 

(11) (lb) 
{^^. R\ R^ R\ R\ R^ A\ A\ A' Rxj^^Q itmm tmm. 



(9) 1 ~)ifiJi:C9T 5 ( 1 0) i: ^'^v-l?:/, h>'PJc 
v^-r 5 K. l-(3-i?> f->'Ur 5 / T'P tVl')-3-:3if->'UAyUxKi^-r 5 K. 1. 1'- 

?agT-^B#r«1~ic0rBmjJ^^-fr5::i;{-J:-5X{b-&2|^ (ii) ^#5::^: 

v'^^'yu^yi^AT? K^^^IS^i L•CfflV^, h y ^ ^'/WT 5 :^#feT. l-(3- 

~4 8B#rB^SJc£:<SrtT? ©;4S$f^ tl^o T 5 (1 0) fi, rt]|g(7) t Srffl 
l^5?5>X«ef4^i4i*P<75:^felCi Di!!jt-t-5r.i:dST'#-5, it^^^ (1 1) 



14 



W0 03/U91224 



PCT/JP()3/(I5432 



5 liieHk-g-ife) (2 1) [^^<^::^jSfe (Jounal of Organic Chemistry 27, 
4672(1962)#fi8) tct^ o TMit^S ;i ;is # 5 o L < f± h 

10 tJcJ; O^b-g-i^ (3 1) 5r^#^wi:d5-Ct5)o :i O i t . 

it^m (3 1) <t 1 Sfi-igfiliOT (4) t^^:^-^y. h/l':^ 

<DW.^X'. l^iSfra-I^BRa^-frSr irt^iJ: Ofb-^^i (5) $r#5::i:*ST- 

^i>o fit^x-hit-^m (3 1) tr^y (4) 1^2^^^ Vj\^^'^U^ 

20 h y :t5^/U7 5 ^^1?&T^ 1 0 01C~ 1 3 O'CtCT 2 4 ~4 8 f^r^TS: 




(8) 



(6) 



(9) 
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10 fk^il^ (6) t 1 ^mm&Oit'k^ (7) i^'<y-fer>', 

Fsmf^^-frS^ irJ-io-C^b-^i^ (8) ^#S:i<t75iT't 5o liJtBtg L i 

20 {k^ife (8) $r Sfi(J^^O:^feSrfflv>T*P7K^«?i-5 w <>: ir Jio-C-fk-^ 
^ (9) tt#e>tt5, ?JC3i»T"b^b-&<fei (8) ^T-VyM Yxiyj:^^. IN- 
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H-N 



(10) 



o 

(13) 




R\ R^ R\ R\ R^ A'. A^ A\ L, ^Q. P ' RXf 

5 -fk^ife (12) \-i.nhini>o fit^X'iimmt't^ (5) S:7^h7tKn7 

it"^^ (12) <!: 1 ~i§|ii|fl©7 (10) fk^^-^^s h/^=^y 
10 f^. f-^y. \,2-'J^ uuoL^ •y^(r>^^u^:y%^f^, N,N-v'>^f- 

^ h\ l-(3-v^P« ^/l-T 5: y t'/W)-3-:3i5^;W;*;yP;J^' v^-r 5 h\ 1,1'- 
15 (DjagT-|gcii#r^~i[0rBlSit^$-fr'5^ i:{-J:o-C<b-^#) (13) 

v'^ 5 Vkl)^^. M^KX 2 4 - 4 8 P# TbI S J^^ $r ^T o <Di>>tttt. LV>o T 5 
20 ilil^^T'^^), 
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5 {t^m (14) 1 1 (7) t^^y^y. h/u^^y^ 

10 mwL'tm (lb) t*stii*5o ^st^^-cb^ •fk^i^ (7) (DflftBts 

25 fiJ^LT^^Stt/j^K (fi^K^ i^-^^^j/^/wffi^H^. -j-yx/wg?, 10- 
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WO 03/091224 PCT/JP((3/05432 

5 EII6<JjC^S^ix54i$t4;4>oJFStt<D*B**^tpic^ 0.001%~ 
99.5%. $f*L<l± 0. l%~90%-^ifi-t?»E^i^fi£<^i: LT, A$r-^tfif 

^S^S?SiSr%^LfcJi-C*SiS-r5r bVN;J^ iiStt, fiJtAJC^t 

T*3|B>^fb^t;<D^^fi)t^i:i: LT, MPS-^t^^^, 1 B fcfc . 0. 1 mg 
~5g/fi)cAO©ffl, i!f*t<«. 1 mg~500 mg/fi)cAW^HT'*)5o t^M 
1ik^(0m^. 1 0 fofc "9 . 0. 1 mg~500 rag/^A<0|5H, $f $ L< (i. 1 
20 mg~50 mg/^A<D^mVh^o S>SS4cD^-^, 0.001 %~5%<D$5H. » 
*t<fi0.01 %~0. 1 %(0^mX'h^o ^BB<^#-^, 0.0001 %~0. 5 %(Dm 
iif^ L< {i 0.001 %~0. 01 %w©aT-fo-5o i o Tfi. :mtJLT 

1 B 1 \Bixn^^iZ'^ii x^^-r ^t^xit 1 0 1 ~24 mm^^nxmmf^iz. 
25 mm^^-r^^ tt^x^ 

l^a^4-\im^Xitm^<omM^&:. 0iJx.«\ *^J, fc^i, ^^iJ, 

m. i3zr±)vn. warn. mmn. f^^pj, v^vfn. Y^v^n. s-t 
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J^:i:Ei*?riJ. ^^M. ^m\. tfe^J. ^n't (Di\!a.(DhO^&CX h 

{t^^'yWin). nisiix^J m^Ki. Wi^m ^tR^^j m7L\-i-<y\-r 

25 Whx ^b^j-yy-, y y^i^;<7/ui/>> ^liWffi LTt J:v>, *&*ig 
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*5T'#5„ i^n.yT'tt. ^^^m^t'k^iinirm^fi^^yi^mmKmmi^xmm 

cmMi-^z t-b>X^ 

m^f^Mmtmm. m^i-£^m'^mmm<omm^ ^ :i t \^ ^ ^xn o 
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if^m(om^m\^\-t. m(omn. m7L\t. ^^7.^ %ym. ^ti^jv^ 

rtlf)iCPg^^n-5 'bOT-JiJ'jrVNo ||Jfei?iJili^ife(Dll|jtl4. MS (Om^ NMR 
25 #%0iJ 1 

N-{(lR.2S)-2- [( 2-T 5 /-6-^ ^/W:^-^/ y i^-4-'r>'W) T^/] v'^' 
p^drv-yU} -N'^fj""-tf (tert-y b =Sr v'^/V'JK:^''!') irT=-i?>' 
XSl 
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CJ D-6-> ^/U^i-y V 1^4. 80g (Dm.it/ 100ml m^i^ h 
]) 3if-/UT 9. 12g St;(lS,2R)-2- {t-y V ^ f\^if.:z.)\.T ^ J ) 
^D^di^>'/U7$>'5.31giSriPx.EiaiCT24B#PBmi^tfCo Sli^, tK^ 

13 7 h.{7 u-^ }• >(~ n : ^ ^ /-yv = 20:l) iClT^ISi 

LTge^fk^i^ 8. 30g 

tert-y^yU (lR,2S)-2-({2-[(4-^ K =^ v^'<y v^yl^) T 5 / ]-6-^ ^/l'=^r 
10 -t/y -y-^-^ t\^\T % y)'y^ u^^^yjvij h 

tert-:/^yW (IR. 2S)-2-[(2-:J' u ^/k^"^:/ y y-4-'1' v'W) 7 

? h 4.00g,4-;>« h ^ V i^yU 7 5 >5.91g 

<D N-^ f^/U-2-t°n y K V 30ml ^f^{;i 4-v=^ f-yU7 5 / h" y lOOmg ^ 
JP;t, IIO'CIC-C 24 BtrBltl# Lfco Sfc^^^^l^ 5%§^g?7K^?^^*P ;t . i^g^ 

A : ^ /->'l' = 20:l) {CT«S4Lr B6<J{k^!fel 5. lOg Sr^/Co 

N''-[(is,2R)-2-r 5 y v'i? D'^=5r v-yuj-e-pt 5'yi'=f-t-y y y-i.A-'Jr 5 

20 > 

tert-:/^>'U (lR.2S)-2-({2-[(4-p< h i/^ > v?yU) 7 ^ / ]-6-^ 
='E-t>^ y >'-4— r>'l'}7 5: y o^=SE^->yU;&^U/<^ - h 9. STgroi^fk^ ^ 

U-ySOml ^?0[|C7K/^T, h y 7/U:tng^®f 95ml ^tlWTL 12mf^mW\.tZo 

25 A : y ^/-yU=10:l ICTtlfeffi. It^^tTto a^^Sr7>^-> 
y •/7NH>'y ^J\^i3 y J^if n-^ hj/^.^V— d nzh/UA : / ^ J 
-yl/=50:l) tC-C«3SiLTg6<j{b^'^ 4.60g 
XS4 

N- {(IR, 2S) -2- [(2 -7 ? y - 6 - ;^ f-yU:^:^:/ y i^- 4 - 
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N"- [(IS, 2R) - 2 -T 5 / v/^' D^^'^yl'] - ^ - i-f- i^^^-f 
/yy-2, 4 - v'T 5 y 4.53g cOi^ib;^ ^I^i^ 90ml ^tKlCN, N ' - 1^ 

5.i8g ^*D;t. ^i&(cT l5fl#FBm^^^tfc, 5]^;?«lC7K$:*a;t«{l:;' 5^1/ 

^^y^- a DTh/l'A : p« /-/i' = 20:l) d T *l M L T i &^ it 

8.50g $:#fc, 
10 #%«?II2 

4-{[(l S. 2 R)-2-({[(tert-:7' h=3f-iX;«;;l-7l?:^/W)7 5 / ]C(tert-y h 

dfi/;57/l'#" = yu)-r 5 / ] / 5^/W)7 S: / ) i/i5' d^:^^- v'/W]7 5 7 }-6 ^ 

15 4-({(lS.2R)-2-[(tert-::^ ^^i^:^?V^^ = ^^)7^ y P^df ♦>>'H7$ 

4-i7 o h v'^&yl'/i^^yu-e-^ ^^/U^-^^ U :^ 8 . 4 7 g . 

(1S.2R) -2-(t-^' J, ds^i/;^7yl'/}^'-/l'7 5 n^^'>yU7 5: 

7 . 6 0 g 5 0ml h ^ 3l^^^7 $ :^ 1 1 . 8ml 

20 ^^tfftbjSE*<^ 4-v'.?< =?-/W'7 5 y l^y v'^^tnx. 1 6 ll#FB^JP^jl»SLfco S 

25 4-{[(lS.2R) -2-7$ / o'^='r-://W-]7 5 /}-6-y ^yP=¥:h/ y :^-2- 

4-({(lS,2R)-2-[(tert-y Y ^ x/:^ J\^if^ =-/^)T % ti^^i^/V)T 
X V-l--)3 )\^ifsl/'^ ji^/i'3:;^T->'H 4 . 5 g WB^ 

g^x^A 6 0 0ml ^j^lCTKi^T. 4N-iS{k7K^§^®^^^^l'^rK 6 8 m 1 5r 
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jDt, ^isi^-ci im^mwLtio ^m^iB^^WLL. ^f^m^^^^i-x-m^ 

4-{[(lS.2R)-2 -({[(tert-7" h ^ Ayf^ ~ 7 ^ y][(tert-y h ^ 
5 */l/7}?-/U)-l' 5 y]^^yU)75 /)v'^ n-v:^r v'/UjT 5 / } -6- 7* 5" yl' ^ 

4-{[(lS,2R)-2-T 5 y v'^ n^df-->^W]7 ^ / }-6-> ^>'^:^r:^y y >- 
2-ti/\^Tf^ym ^^^l^^T-xyU 1 1 . 7 g otg{t:> ^ ^>' 

4 0 0 m 1 m^W-K h y 5^24. 4 m 1 &t>' N.N'-f;x (t-7" h 

^)1i>f fi'iJy o^h^77-f - (n -'^^'ri^i^ : g^®f3:^yU= 2:1) 
lc:TmMLTS6«]^l:^i^l 6. 2 g §r||fe*&5Si: LT#fc. 
15 IS 4 

4-|[(lS.2R)-2-({[(tert-y V ^'yl3 )Vif.=.)\^^r ^ y 3 [(tert-^ h ^^r 

4-{[(lS.2R)-2-(([(tert-y Y ^ )\. if. - jV) T ^ 7 ] [ (tert-^ h =Jr 
20 % ^ )\^) ^ % J \ :^ =r )\'\7 ^ ^ ) i/ ■t; ^ /v\T X J \ - ^ - 

=^-t/ y ^^-2-;<7/U;1^>'®? >'H 4 . 5 6gOxh7tKn 

77^^3 5 Om 1 ^fe^|C*?&T> 1 0%7jc^{l:i- h y -^A^fSS 5 m 1 Sr 

1 7 0 m 1 ^^ADx.i? D D Jj^/UAIC-Ctttb^. mk-^ <f ^'y^ U\Z.X^>^\. 
25 fco j§!^5r@*^ LT @^{b-&#l 1 4. 2 g ^^fe^&^ir L-C#fc„ 

N-{4-[((lS.2R)-2-{[7 $ / (-r $ >')y f'/WlT? / } n -vd^ v'/U) T $ 
y ]-6-;< ^>'U:3f--t >^ y >-2-</w}-l-^:/y^;i-7 3i:/-2-;)!7/i'7K^-y-5 K 

V— 
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ami 

N-(4-{[(lS.2R)-2-(l(tert-y h ^ :^ = /U) 7 ^ / [{tert-^ h =Sr- 'C/ 

5 N.N-v'^ y^o fyu^f-zi'T 5 ye 0 4 mg<7):^{l::p<^^y 4 m 1 

4-v?p« f-/UT 5 / t;° U v'y 1 0 m g , y / [b] f"^ 7 * /WJJ? - 

/Ui?oy K6 1 3mg$rABt6 O^W.WLtc, ^ 1 f> tifc 
N-{(lR.2S)-2-[(2-7 $ y-6->^/W=¥-^l/ U y-W ^U) T 5 / ] n ^ 
^i/;U}-N*,N"-l^;^(tert-:^ h=3f-->;!7>'W5K::^/U) ^7 = i^y 8 0 OmgO 

10 :^jb^5"^y 5m 1 ^i^^^iSTL. ^^fllcTl 5 B#P«mi^ bfco RJS^iK 

1) |CTirtSiit-CS6<]^k'&i^8 9 Omg 
IS 2 

15 N-(4-[((lS.2R)-2-{[T 5 / (-T 5 ^ )^^/l']T5 y } v'jJ' o '-.=5S^ T 5 
N-(4-{[(lS.2R)-2-(l(tert-y h ^ * - /W) T 5 J [(tert-^ h 

20 y y-2-'f >'i')-i-^yi^^^^3i i^-2-*>'i''l^=^'^^ - ^' ntfeSsii 

890mg<D^^y —/I' 5 m 1 RO^^ D D ;JxyU A 5 m 1 ^^IC 4 N^S^t* 
^l^^ai^ylx^^g 1 0 m 1 ?rJP;i. 5 0°C{CT 2 4 B^rBlSft^ b 
^ ^ /_;W-3i^;P3i-r/KCXiiLgLT @6<3{k'a-'^4 5 Omg 
TC^^^^Ii (C^H^NtOS • 2HC1 • 1.2H,0 t LT) 
25 H-^ffi (%) C:52.85 H: 5.57 N:17.26 
%mm. (%) C:52.90 H: 5.61 N:16.97 
E'T^yFAB-MS m/z: 4 7 4 [M+H] + 

[a]"o=-llO. 9 1 (c = l. 0 

Mmm2 
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4-[((lS,2R) -2-{[7 5y('< 5 >')>^7P]T^ /h>^o^^>'/U)T^ /] 

5 4-{[(lS.2R)-2-({(tert-:^ H # = T 5 / [(tert-^ h 'Sr >'l' 

3l-y^)-6-;<f•>'^=3r•^y y >'-2-;<7/u;l?=55^1^* K 
4-{[(lS.2R)-2-({[(tert-:/ h ^ iy tl yf^ ^ JU) T ^ /][(tert-^ h v 

10 -^/y ly-2-iJ/\^yf->m2. 0 4 g , 4-^ h :3r i^T ~ V.:^ 6 9 4 m g . 1- {2- 
v'^f'/ur 5 y yp f^U) -3-3i^/U;&/U7Kv?-f 5 Ki£®f:^l . 0 8 g RXf 
1- 1 K o =^ lyy^ h VT V—t\^ 7 6 2 m g O N, N'-v? > Jf: yu i=K T 5 
K4 0 m 1 h y ^^/VT 5 > 1 . 5 7ml ^ AO X. ^ i£ Id T 2 4 B^TbI 

15 ^lt;^fn:ft*S7KlcTSti^^, gSgf-r v- ^> AtcTSiJ^ Lfc„ 

KL-Cg6«Jfk'a'ife2. 0 8 g SrS^^&^t L-C#fc. 
1^2 

4-[((lS.2R)-2-{[7 ?y(-r5y)p<5'/l']T$y)->^ D-.drv^yU)r 5 
20 / ]-N-(4-;^ h =^r v-^ ai-yu.)-6-y ^yu^-t :/ y >-2-:!5;/i'/J? ^-y- 5: K ~ 

4-{[(lS,2R)-2-({(tert--/ V ^ V 13 =^ )V) T % J [(tert-^ h ^ 'y 13 
)Vif^:z.f\^)>{ $ / ]p« f-yWlT 5 ^ ) v'^J' u^^'y)V\T ^ 7 )-N-(4-^ h =5?^ 
73:=.yb)-6-^ + / y y-l-io )\^ifs^-^ 5 K2. 07g(D>^y -/W 

25 10ml S.t>'i5' o n Tj^yUA 10ml 4N-i^<b7K^i^S?^ ^^yl'^jS 

4 0ml =Sr*Dx.. 5 QX,\z.X 1 5 li#rBlS*i;; Lfc, S^^, > ^ / 
4 yyp fyi/jL-ryH-TH^a^BLrgfi^J^k-a-ifeS 5 2mg SrMfel»5lsi: 

E^;*->'F AB -MS m/z: 4 4 8 [M+H]* 
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N-{4-[((lS.2R)-2-{[T 5 y (-r 5 ^ ] i/ ^ a JU) T ^ 

5 

7C^5>tfffS (C,sIi,7N702 • 2HC1 . 2HjO i: LT) 
tt^ft (%) C:53.01 H: 5.87 N:17.31 
(%) C:53.34 H: 5.71 N:17.25 
E-f^d-yF AB-MS m/z: 4 5 8 [M+H]* 
10 tt:t)t^ 1 1 4. 8 2 (c = l. 0 ^^'/-/l') 

N-{4-[((lS.2R)-2-{[T 5 / (-< 5 /)P<^^1-]T5 / } v/iJ' n ^ yv) T 5 
• y ]-6-^ f-/u=¥-f/ y >'-2— r /^)-2-^ h:Jev'^>XT$ K ^^^^ 
(C^AsNtOz • 2HC1 • H,0 i: LX) 
15 ft^ffi (%) C:53.53 H: 6. 18 N:18.20 
HiJfit (%) C:53. 54 H: 6.15 N:17.00 
3E-f;*-:^F AB-MS in/z: 4 4 8 [M+H]* 

VC^%^ 9 0. 9 4 (c = l. 0 ^9J-)V) 

20 N-(4-[((lS.2R)-2-{[T 5 / (-f ^y)p<^^^]T5 / } v' a df- v/yp) T 5 

=jt%'^^>^ (C.sH^.NA • 2HC1 • 2H,0 t t-C) 
ff^M (%) C:52.63 H: 6.54 N:17. 19 
25 (%) C:52.88 H: 6.34 N:17.24 

]E'<;i-i^F AB-MS m/z: 4 6 2 [M+H]"' 

«:JSE5tS Ca]"B=- 8 3. 7 9 (c = l. 0 ^ iJ' / -/U) 
N-{4-[((lS,2R)-2-{CT 5 / (-r 5 / )^ ^/HT 5 7 ) n^df i//U)7 5 
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7t^.^^m (C„H„N,03 • 2HC1 • H^O t LT) 
imi (%) C:52.81 H: 6.21 N:17.25 
(%) C:52.98 H: 5.93 N:17.26 
5 lE^tl^FAB-MS m/z: 4 7 8 [M+H]* 

itm& [a]''V=- 8 9. 0 0 (c = l. 0 pt^y^^u) 

mm\7 

N-{4-[((lS, 2R)-2-l[r 5 y (-f ^ y) / ^yi^]T % J } n^^'yfV)7 ^ 

10 7bm^^ (Cj«H„NA • 2HC1 • 1. 25HjO tLX) 
"ffUfil (%) C:56.71 H: 6.03 N:16.53 
HS'IM (%) C:56.72 H: 6.22 N:16. 11 

lE^t>FAB-MS m/z: 4 9 8 [M+H3-' 
JtjKlJtg [ay\=-12 1. 0 6 (c = l. 0 

15 mm 8 ■ 

N-{4-[((lS. 2R)-2-{[T 5 / (-f 5 / ) ^ ^ J\^^T % J\'yi^ u ^i!: /\^)7 % 
/']-6-p< y :^-2-<yu)-3.4-v?> y^%y^:yXT % K "ttS^iS 

7£^5>lfi^m (CzsHj.NA • 2HC1 • 2H20 h \.X) 
ItIM (%) C:48. 20 H: 6.15 N:17.24 
20 HayH (%) C:48.28 H: 6.10 N:17.20 
]E^:i-:/F AB-MS ra/z: 4 7 8 [M+H] + 

tfct^tg [a]"o=-8 7. 16 (c=l. 0 :^^J~-tV) 

■m.m 9 

N-{4-[((lS. 2R)-2-{[T5 y (-f 5/);'<5^/W]r 5 / }v'^ p-^='r'>/W)T5 
25 y ]-6-y f-^u=Jr-t->/ y V-2-^yu)-l,3-'<>'/v^:^-^ y -/u-5-;<; ^ut^' ^ 

^ \ — • ^£ 

7c3^5>^/fffi (Cj,H„NA • 2HC1 . H3O i L-C) 
H-Sl^H (%) C:48.95 H: 5.48 N:16.65 
^iJffi (%) C:48.80 H: 5.22 N:16.38 
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lE^tyFAB-MS m/z: 4 6 2 [M+H]'' 

it^^& [a]"p=- 8 9. 0 5 (c = l. 0 ^ ^ / - /I') 

nmm i o 

N-{4-[((lS.2R)-2-{[7 5 /(-r 5 y)>^-'HT? / ] i^A)T ^ 
5 y ]-6-p< ^/^=»r:^i/ y /^}-4-tert-:/f->'i"<VXT 5 K 

lE-f^VF AB-MS m/z: 4 7 4 [M+H] + 

nmm 1 1 

N-{4-[((lS.2R)-2-{[T 5 y (>r $ /)p<f'>'HT $ y } v^j? a --df i/yW) 7 $ 
/]-6-^^;W=¥:J->^y i^-2-'f>'i'}-2.2-v^^^/W7*n/-?y7^ K HJSS^^ 
10 lE-f^VF AB -MS m/z: 3 9 8 [M+H]* 

HJfe^riJ 1 2 

N-{4-[((lS,2R)-2-{[7 5 / (-C 5 /)>f-/^]75 y)^^ o i/yw) 7 5 
/]-6-^ ^/u=3f -^-Z y :/-2-'r/u}-4-^ h^v'^:/X7$ K H&WtM. 
Tt^^^m (Cj^H^jNA • 2HC1 • l.SH^O i: L-C) 
15 ft^M (%) C:52. 65 H: 6.26 N:17.91 
HS'Jffi (%) C:52.61 H: 6.06 N:17.96 
IE-1':ti^F AB -MS m/z: 4 4 8 [M+H]-" 

]rbJI)t^ [a ]="•„=- 1 0 1 . 9 8 (c = l. 0 ;^ ^ ^ - JU) 

mm 1 3 

20 N-{4-[((lS,2R)-2-{[7 5 ^ (-T 5y)^f^/l-]7 5 / } i/i5' n 7 5 
/]-6-^^7P^-:^/y >'-2-'('>'U}-4-3i hdE..>^yX75 K 

lE^^yp AB-MS m/z: 4 6 2 [M+H] + 
^liC^'J 1 4 

N-{4-[((lS.2R)-2-{[7 5 y (-f 5 /)p<f-yU]7S y ) ^ o ^ JU) 7 ^ 
25 /]-6-^ f^yl'=5S^:^y y i^-2-'('/U}-4— r y^ci ^K=^rv'-<>'X7 5 K "^S^ 

iE^:t:/F AB -MS m/z: 4 7 6 [M+H]* 

^Jg^d 1 5 

4-[((lS,2R)-2-{[7 ^ / (-r 5 y f-/l']7 ^ y } v^^ t2^^y^ju)7 5 
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:E^7t-yF AB-MS m/z: 3 5 6 [M+H]* 

mmm 1 6 

N-[4-({2-[2-(2-{[r 5 y ^ y);f^J^]T^ /}ai5^/U)7:r-=yU]3:5" 

E'1':t>'F AB -MS m/z: 4 9 8 [M+H] + 
1 7 

4-[{(lS,2R)-2-{[T 5 y (>r 5 y f'/Hr 5 /li^^^ u-^^i^jV)7 ^ 
10 y ]-8-:/a^-N-'f y:?'^yi^-6-y ^/^=¥:^y y i^-2-:*/WjJ<^1^ 5 K nit 

E'f^t^FAB-MS m/z: 4 7 6 [M+H] + 

Mm\ 1 8 

N-{4-[((lS,2R)-2-{[T 5 y $ y)>f-^i']T5 ci^^i//l^)7 $ 

iE^:t:^FAB-MS m/z: 4 6 4 [M+H]"' 

^isfi^y 1 9 

N-{4-[((is.2R)-2-{[T 5 / (-r 5 y )y ^/i-JT $ y } -y^^ p--=¥v/yw)r $ 
20 K 

iE^ AB -MS m/z: 5' 0 2 [M+H] + 

^JS^JiJ 2 0 

N-{4-[((lS.2R)-2-{[7 $ y (-Y 5 y )y ^/l-lT 5 y } v-^ P'^dri//P)7 ^ 
y ]-6-^ f-yi'^^f-y y >-2-^/U)-2-(y f-/i'^;t)^>X7 ^ K "iS^J^ 
25 jE^:^VFAB-MS m/z: 4 6 4 [M+H] + 

nist^y 2 1 

N-{4-C((lS,2R)-2-{[7 5 y (-r $ y )y 5"yu]T $ y]'>^ u-^^^yjv)7 % 

y ]-6-p< f-zw^^-f y y :^-2-^ >'u}-5-> h:5r'>-3-y ^>'i'-i-'<:^/7 7 V- 
2-;it);i'Jj<^-y- 5 K Zigg?^ 
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iE'f;d-y F A B -MS m/z: 5 0 2 [M+H3 + 
^Mm2 2 

N-|4-[((lS,2R)-2-{[r 5 / (-f ^ /)?i^yl-]T ^ o-^^'yjU)7?. 
5 1E4 tl^FAB-MS m/z: 4 6 9 [M+H] + 

^mi 2 3 

4-[((lS.2R)-2-{[7 ^ / ^ y )^ ^/U]T 5 / } v/^ p^df iX/l-) 7 5 
y ]-6-;^ ^/W-N-(2-;i-='E^ y-2,3-v^ t Kc-1, 3-^^^X;i-:3r-y-y-/l'-5-'r 

10 lE-f 3j->'F AB -MS m/z: 4 7 5 [M+H]* 

^IS«^J 2 4 

N-{4-[((lS,2R)-2-{[T ^ / 5y)>^^l-]T5 /Iv^i^ o v/yU) 7 5 
y]_6-^ D o dr-J-yy ^/-2-'f /l'}-4-p« h^v'^VXT? K UlSSSiS 
]E^:t>'F AB-MS m/z: 4 6 8 [M+H]* 

15 ^i&m 2 5 

N-{4-[((lS,2R)-2-{[T $ y (-< $ y)^^>'HT $ y } ^ p ^ * v^>l') 7 5 

E'f :i->'F AB -MS m/z: 4 6 1 [M+H] + 
20 2 6 

4-[((lS,2R)-2-([7 $ y (-r 5V) P« ^>'l']7 $ /}v'i5' D df- /u) 7 5 

]E'r;j->'F AB -MS m/z: 4 9 6 [M+H]-" 
25 *te01J 2 7 

N-(4-[((lS, 2R)-2-{[7 5 / (-< $y)^^yl']7$ / Iv'^' P'^=¥:^/l')7 5 
iE^':2f-^^F AB-MS m/z: 4 6 2 [M+H]"^ 
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mmM 2 8 

4-[((lS.2R)-2-{[T 5 / 5 / )> 5"yl-]T 5 / } ^ D-^^Jf v-^U) T 5 
5 iE-<2|->'F A B -MS m/z: 5 1 1 [M+H] + 

mm^2 9 

4-[((lS.2R)-2-{[T 5 y (-r 5 f'/l^lr 5 / } v^^ a-.d5^i/yU) r 5 

lE-f^ty F A B -MS m/z: 4 1 2 [M+H] + 
10 mtfi^l 3 0 

4-[{(lS,2R)-2-{[7 ^ / 5 y)^ ^/l^]7 ^ / u^^'y/U)7 5 

lE-f :t VP A B -MS m/z: 4 6 2 [M+H]^ 

15 ^n&m 3 1 

4-[((lS,2R)-2-{[T 5 / ('f 5 f'/WlT? /l'^:}' n^#v^yV)T5 
fife jM 

— "TbL FOt -^IIIL 

lE^f^ypAB-MS m/z: 4 6 2 [M+H] + 
20 ^JS^^'I 3 2 

4-[((lS.2R)-2-{[T 5 y (-r ? y ^yHT $ y n-^=*r->yP)T 5 

y ]-N-{[(2R)-6.6-i^7< p [3. 1. Ij^^i? -2— T ] y ^ } -6- 

y f^yi'^-^y y i^-2-:^7y^/^t>■t^^ k 

]E>f ^i-yp AB -MS m/z: 4 7 8 [M+H]* 

25 Hii^Fil 3 3 

4-[((is,2R)-2-([7 ^y(-r'5y)y^yw]T5y}v'^'D^#iyyu)T5 

jE-f :^-:^F AB -MS m/z: 4 7 4 [M+H]* 
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nm^\ 3 4 

4-[((lS,2R)-2-{[T ^ y i-( i / )^ f-J\^]7 ^ u^^'y/l')7 5 

^lEL %aiL 

5 lE'TJi-^^F AB -MS m/z: 3 8 6 [M+H]* 

m^ij 3 5 

4-[((lS,2R)-2-{[7 5 / (-r 5 / f-/l-]T 5 y } v' i7 D-vdf.v-yu)r 5 
/]-6-^^/i'-N-5^;?}-7 3ii^-3— f^i'^Jr-^v^y >-2-:^>'i^Jl?=^i^5 K Hit®? 

10 iE-r^^^^FAB-MS m/z: 4 2 4 CM+H] + 
^Jg^-ij 3 6 

4-[((lS,2R)-2-{[T 5 7 (-r ^ y ) p< ^^/UlT 5 / ) D --^^ v'^W)7 5 

iE-f:^i^F AB -MS m/z: 4 1 9 [M+H] + 
15 IIJS01J 3 7 

4-[((lS.2R)-2-{[r 5 y (-f 5 y ) P< ^/Hr 5 y ] i/^ u^^'y;V)7 $ 

jE'I'^^^'F AB -MS m/z: 4 6 9 [M+H]* 
Hiig^il 3 8 

20 4-[((lS,2R)-2-{[T 5 y (-T 5 y ) > ^^/I'lT 5: y } ^ u^^'y;V)T 5 
y ]_N-(4-j? o a 7rc:::iyl')-6-;;' f-yl'^^f •^-:/ y ^^-2-*yl'**=^lJ- 5 K nig 

E'1'^:^F AB-MS m/z: 4 5 2 [M+H]* 
^il{?lJ 3 9 

25 N-{4-[((lS,2R)-2-{[T 5 y (-T 5 y)^^/W]T5 y } n -v:^r T 5 

y ]-6-^ 5'-'i'='p-^>' y y-2-'r vw}-3-^ f^/i^-i-^v/f^^^a: >'-2-:*>'i' 

IEW'^^'F AB -MS m/z: 4 8 8 [M+H]-" 

%Mm 4 0 
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N-({4-[((lS.2R)-2-{[7 $ y 5: y )p« ^yWlT 5 ; n )V)7 
— 

iE>f;i-^'F AB-MS m/z: 4 1 4 [M+H]"' 
5 HJiS^iJ 4 1 

4-[((lS,2R)-2-{[T 5 / S / ) y ^/l-]T 5 / } > u-^^'yj\^)7 5 
y ]-6-^ D o-N-(4-^ 3l-y^)=^:^y y :^-2-;*;/i'7j<=>E-f- ^ K ~ 

^^^^ 

iE'T^i-^'F AB-MS m/z: 4 6 8 [M+H] + 
10 UlStfiJ 4 2 

4-[((lS.2R)-2-(CT ^ y (-r 5 y )^ 5'yl<']T 5 y } '>i5^ D^dE-i/;V)T 5 

■ -j]^ j^L 

E'<;j-:^FAB-MS m/z: 4 6 4 [M+H] + 

15 mmm 4 3 

4-[((lS,2R)-2-{[T $ y (-< 5 y)/i-J\^'\T^ J\'yi7 P^df-i//l')T 5 
y ]-6-^ ^/l--.N-(2-7*y ='E-i^J^^>'W)=^-^:^ y :^.-2-*/l''J^=¥1'- 5 K =- 

IL^irVY m/z: 4 6 2 [M+H] + 

20 %1k1S\ 4 4 

N-(2-7^ y-l.l-v?^5^yU3i5";V)-4-[((lS.2R)-2-{[T5 y (>f 5 7 ) ^ f" 
y'VlT? y Iv'^^' D^:3e'>/l')T :5 y ] "6" ^ f^^U ^ ^ >- "2- :i7 ='r 1^ 5 

}^ -l^i 

IE-l';j-^'FAB-MS m/z: 413 [M+H]'' 
25 ^JS«^!l 4 5 

4-[((lS. 2R)-2-{[T 5 y (-f ? y ) ^ ^vHT 5 y ) ^ u^^'yj\^) T 5 

y]-6-y ^yu-N-d-pt ^>'u-iH-'<>'X-r 5 yy-yi'-2— f yw):^fi->' y >- 

jE'f^^FAB-MS m/z: 4 7 2 [M+H]-' 
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mnm 4 e 

4-[((lS,2R)-2-|[7$ / {-( ^y)/ ^^Hr $ / ) D-.dri/yu)7 5 

5 lE-it^F AB-MS m/z: 4 2 4 [M+H]* 
HJS^J 4 7 

4-[{(lS,2R)-2-{[7 5 / (-r ^ f-/l']T5 ^ } ^ a /l-) 7 ^ 

jE^^V-FAB-MS m/z: 4 3 4 [M+H]"' 

10 niMm 4 8 

4-[((lS,2R)-2-{[7 5 y 5 y)^ ^/P]7 5 ^ } iJ' n^:3E-v'/W)7 5 

FAB-MS m/z: 4 0 0 [M+H]* 
15 IIJgfinj4 9 

4-[((lS,2R)-2-{[7 5 y 5 / ^>'H7 5 ^ } ^ D--df i//W)7 5 

IE'<:^->' F AB -MS m/z: 5 0 2 [M+H]"' 
20 5 0 

4-[((lS,2R)-2-{[7 5 / (-r 5y)p'^/H7 5 y } d ^ df- yl.) 7 5 

. 

]E'<;j-i^ F AB-M S ra/z: 4 4 6 [M+H] + 
25 5 1 

4-[((lS, 2R)-2-([7 5 y (-< 5 / ) ^ 5^/U]7 5 / } ^ P-^dE^->yU)7 5 

^£ 

iE-r;*-VF AB-MS ra/z: 4 4 6 [M+H]^ 
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mm 5 2 

4-[((lS. 2R)-2-{[7 5 / (-f 5 y)/^y^]T^ d-^^'>/U)7^ 

— 

5 iE'f ;i-^^F AB -MS m/z: 4 4 6 [M+H] + 
5 3 

4-[((lS, 2R)-2-{[T 5 / (-r $ y ) p« ^'yl'lT 5 / } '> ^ a -.=Jp ix/W) T 5 

10 lE-Y;*-:^? AB -MS m/z: 4 8 6 [M+H]-" 
^ig«SJ 5 4 

N-{4-[((lS.2R)-2-{tT 5 y ('f 5 / )^^>'l']T$ ^ }-^^ o :Sr i^/l') 7 $ 

aE-f;tVFAB-MS m/z: 4 6 4 [M+H]* 
15 HJg^J 5 5 

4-[((is.2R)-2-Ut 5 y (-r ^ y)p<5"/w]T5 y p-^df-v^/u)/ 5 

]E-f :tVF AB-MS m/z: 4 8 2 [M+H]* 
20 UlS^Fil 5 6 

4-[((lS.2R)-2-{[T 5 y (-f 5 / ) ^ ^>'l']T ^ y } C/yU) T 5 

/]-6-> ^yU-N-O-^^^r y-3. 4-i^t K n -2H-1. 4-'< i^X:d- ^ i^ V-G-'f 

iE^^i-VF AB-MS m/z: 4 8 9 [M+H]"" 
25 ^JS^iJ 5 7 

4-[((is. 2R)-2-{[T 5 y (-< 5 y ) ^ ^yu]r 5 y } u^^^yjv) r x 

y ]-N-(6-^ o P bf y v^^'-S-'f yu)-6-;>« ^>'^=¥:^ y :/-2-:* /utK ^ f- 5 

K 'f^&l 

]E'r:t:/F AB -MS m/z: 4 5 3 [M+H]* 
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^mm 5 8 

4-[((lS.2R)-2-l[7 ^/ ^ y);<f^/W]T ^ / ] > -f^ a^^i^/\.)T^ 

5 E-f ;t>'F A B -M S m/z: 4 2 8 [M+H] + 

%W\ 5 9 

4-[((lS,2R)-2-{[T $ / (-f 5 y)^ ^yU]T ? y D^drv//L')T 5 

10 I-r;t-i^F AB -MS m/z: 4 4 2 [M+H]"" 

^te^"'! 6 0 

N-{4-[((lR,2S)-2-{[7 $ y 5 y )y f-/HT 5 y ) v'iJ' u^^'yiV)T% 

E-f:^:^? AB -MS m/z: 4 4 8 [M+H] + 
15 Hlfefi^J 6 1 

4-[((lS.2R)-2-{[T 5 y (-Y ? y );< ^"/I'lT 5 J\V^ u^^'yA^)r X 

— • 

iE^':^^>'FAB-MS m/z: SSeCM+H]-" 
20 ^Jfe^SJ 6 2 

4-[((lS.2R)-2-{[T 5 y (-r 5 y );'f^>'W']T 5 y li^iJ' n-sdf'>';w)T 5 

]E^;t:/FAB-MS m/z: 4 4 1 [M+H]"^ 
25 »1E«^J 6 3 

4-[((lS,2R)-2-{[7 5 y ('f 5 y )^ ^/Vlr 5 y n-NdE-i/yl/)T 5 

y ]-N-[(lS)-2-^ h^v'-l-(4-^ h dei/^>'t^>'i')3i5^yU]-6-;^ 5'/^=^■^- 
)/y >'-2-;*>'U7K^f-5 K rtSKit 
jE'<;t>'F AB-MS m/z: 5 2 0 [M+H] + 
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nm\ 6 4 

4-[((lS.2R)-2-{[T ^ y y)/ 'f-/l^]7 5 / } '> n^:^ri//l')7 5 

5 ]E'r:i-:^F AB-MS m/z: 4 2 6 [M+H] + 
Hlg^J 6 5 

4-[((lS.2R)-2-{CT 5 y (-r 5y)^^/l']r 5 / } •>i5' D^dr'>yl')T 5 

lis fl^i^ 

10 E'f:tVFAB-MS m/z: 4 4 8 [M+H] + 
m^il 6 6 

N-(|4-[((lS.2R)-2-{[T 5 / (-f 5 / 5^yw]r ^ / } i/ ^ u-^^->j]^)7 
5 y]-6-;^ ^yU=iE-:f/ V >-2-^ yu} * >'U*'=^/i')-2-p< 'f- )V7 y 

15 jE-r;^-:^F AB-MS m/z: 4 2 8 [M+H] + 
6 7 

4-[((lS,2R)-2-{[r 5 y (-f 5 / ) > 5 x^^^VfV^ T 5 

20 lE-f:*-:/? AB -MS m/z: 4 14[M+H] + 
Uli^J 6 8 

4-[((lS,2R)-2-{[T $ y (-r 5 5">'U]T 5 y ) 'yif P-^:^rv'/U)r 5 

25 iE-^:t>F AB-MS m/z: 4 2 8 [M+H] 
^J£«?iJ 6 9 

4-[((lS,2R)-2-{CT $ / (-f ? y ) ^ 5^/k]r ^ / ) p^^r i^/W-) T ^ 

y ]-N-(l, l-i?;>< f-^U-2-7 3i=yUx5^/l/)-6-^ ^) V-2-1i)Vi!^ 
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E^;t>'FAB-MS m/z: 4 7 4 [M+H]* 

mnm 7 0 

N-{4-[((lS,2R)-2-{[T 5 / U ^ ) ;^ ^ J\^]7 ^ y ] ^ ti '>/U)T^ 
5 lE^yi-yP AB -MS m/z: 4 4 6 [M+H] + 

Mma 1 

N-{4-[((lS,2R)-2-{[T $ / (-< 5 7 )^ f-/w]T 5 y ) ^ n =^ T 5 

iE-^;t:^F AB -MS m/z: 4 4 6 [M+H]* 
10 ^Mm7 2 

('f 5: y ) p« f^/i'JT 5 a^^'y;u)T ^ y ]-6->« ^/i^^i-y ]) y-2- 

]E^;t:/F AB -MS m/z: 4 5 5 [M+H] + 
15 IIJfe^«J 7 3 

4-[((lS.2R)-2-{[7 ^ / $ y ) ^ f-/HT $ / ) v'^ n /I- ) 7 $ 
y ]-N-{l, ^/V'-2-[(;< ^/u;^yUA}>:^;V') T 5 y Djif-ywl-e-/ ^/u =^ 

jE-f^t^F AB -MS m/z: 4 9 1 [M+H] + 
20 HJfe^J 7 4 

4-[((lS, 2R)-2-{[T $ y (-r 5 y ) ^ f-yU]T ^ y ) ti^'>r'yju)7 ^ 
y]_6-^ f^/U-N-{4-t(E)-2-7 3i=:>'l'tr^/U]7 3;-/l^)=5r-f y y y-2-:*>'l' 

IE^;^:/F AB-MS m/z: 5 2 0 [M+1I]^ 
25 Sl^J 7 5 

4-[((lS.2R)-2-{[T 5 y 5 y 5"/HT 5 / h> ^ n =^f ) 7 5 

y]-6,7-i^> h:Sfi^-N-(4-;>{ h 7 * -^U) / ^ ^^-a-^^P^J? =5? t 5 

Exf ;r^F AB-MS m/z: 4 9 4 [M+H]"" 
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^Mm7 6 

N-|4-[((lRS,2SR)-2-{[T / f-^l-]7 5 / ) p 7 

5 iE'f;J->'F AB-MS m/z: 4 5 2 [M+H]* 
Ute^if 7 7 

N-{4-[((lRS,2SR)-2-{[7 $ 7 5 / )^ f-yU]T 5 y } n i^yL) 7 
$ /]-6-y 5^/^=^:^:/ !J ^^-2-'i' >'U}-4-7" n ^^✓'XT ^ K ~ h ^ 7/1';^- 

10 IE-r:t>'F AB-MS m/z: . 4 9 6 [M+H] * 
IIJ601I7 8 

N-{4-[((lRS.2SR)-2-{[T 5 / (-T $y)p<^/l']T$ / } ^5' □ '>/P) 7 
^ /]-6-^ f^/V-^ar-^/ U >,-2-^yi^}-2-:h7 h7 ^ K - h y ^/W^n 

15 iEW^^'F AB-MS m/z: 4 6 8 [M+H]* 
111609 7 9 

N-{4-[((lRS.2SR)-2-{[7 5 / (-T 5 y )p'^/P]7 5 / } a i/yV) T 

20 iE'1'3^>'FAB-MS m/z: 4 9 4 [M+H]-' 
0 

N-{4-[((lRS.2SR)-2-([7 5 / (-T 5y)^5'yU]75 y } ->iJ' p v'>'W) 7 
5 y]-6-y ^yu^-t-v' y >'-2-'i'>'l^}'<:/X7 5 K ~ h y 7^U;d-pg^^ie 
I'f;d->'FAB-MS m/z: 4 18[M+H]-' 
25 8 1 . 

N-{4-[((lRS.2SR)-2-([7 5 y (>f 5 y )^ ^yu]7 5 y } v'i5' P'^^->>'1')7 
5 y ]-6-^ ^yu=^:f->/ y >'-2— fyi^lM-C h y 7yU;i-p p{ 5^/U)^>'X7 5 

JE'<;i->' F A B -M S m/z: 4 8 6 [M+H] * 
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mmi 8 2 

N-{4-[((lRS.2SR)-2-{[T ^ / K 5 / ) P« f-^H T 5 / } ^ a ^df- v-yV) 7 
5 I'1':t>'F AB-MS m/z: 4 3 6 [M+H]"" 

^mi 8 3 

N-{4-[((lRS,2SR)-2-{[r 5 ^ 5 / ) ^ T 5 / } ^ p v^/l') 7 

10 iE'T^d-^'F AB-MS m/z: 5 0 8 [M+H] + 
^t^^ll 8 4 

N-{4-[((lRS.2SR)-2-{[7? 7 (-^ 5 y)7<^^l']r 5 / } a ^^s^ v^/P) 7 

15 jE^;^->'F AB-MS m/z: 4 7 6 [M+H] + 
^Jg^J 8 5 

(2E)-N-{4-[((lRS, 2SR)-2-([7$ ^ (l' 5 y)^f-/l']7$ ^\'y^ n^^V 
jv)r % / ]-6-^ ^/w=¥:^i^ y fV\-z-y ^}V7 ^ ]} )\^T ~ 

20 lE-Y^tVE AB -MS m/z: 4 4 4 [M+H] + 
*]i01J 8 6 

N-{4-[((lRS.2SR)-2-([7 5 / 5 /)^^/V']T5 / } P -v-df- 7 

K - h y yj^-t^^"^^ 

25 E^Ji-i^F AB-MS ra/z: 4 7 4 [M+H] + 
*Jg«a| 8 7 

N-{4-[((lRS,2SR)-2-{[T 5 / $ / 5 / } i/^ p -^^^ v'/l') T 

5 y]_6-> f^/i^dr-^->/ y :/-2— r /W}-4-v'7 / ^:^X7 5 K Z h y 7yP;i- 
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lE^ typ AB-MS m/z: 4 4 3 [M+H] ^ 
MM 8 8 

N-{4-[((lRS.2SR)-2-{[T $ y $ y)>5"/V]7$ ^ } v^tJ' o i^yw) 7 

iE^:^>'F AB -MS m/z: 5 5 4 [M+H] + 
Hffi^iJ 8 9 

N-{4-[((lRS.2SR)-2-([T 5 y (-T 5y)>f-/l']7$ / ] i^^l.)T 

5 y]-6-/f-/u^-t-y y :/-2— r^w}^;i-7:ii:/-2-;!7/i'/-K4rf-5 K n h y 

10 7>'l'^DS1fg?ig 

IE^::^-:^F AB-MS m/z: 4 2 4 [M+H] * 

mnm 9 0 

N-(4-[((lRS,2SR)-2-{[r 5 7 (-T $ / ) ^ ^yl']75 / } ->i:' n^dr '>/l.)T 

15 /K='E-y-$ K r h y 7/uii-ps^g?ig 

]EW':t^^F AB -MS m/z: 4 3 7 [M+H] + 

mmm 9 1 

N-{4-[((lRS. 2SR)-2-{[7 5 y (-Y 5 / )y ^yV^]7$ / ) D-vd^ Z 
$ /]-6-> 5^/u=^-:^y y y-2--( V^-y^yXT 5 K " h y 7yu 

20 ;i-nS^ifl£ 

I^;^>FAB-MS m/z: 4 4 8 [M+H] + 

%%m 9 2 

N-{4-[((lRS. 2SR)-2-{[r 5 y (-f $ /)y 5"/^]75 7 ) -> ^ p ^ v-/W) 7 
$ /]-6-;< 5';u=^-t-/ y >^-2— f yUl-S-;? o o^yX7 5 K Z h U y/U^t" 
25 n|^g?:tg 

iE^:t>FAB-MS m/z: 4 5 2 [M+H]-" 
^Hfiaj 9 3 

N-{4-[((lRS,2SR)-2-([7 5 ^ (-T 5 y )y f^/1'3 7 5 / } ^ p 'x^Jf^ v^/P) 7 
5 /]-6-y y :^-2-'i'yi^}-2,4-i/i5' p o^>'X7 ^ K — h y 7 
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jE-l';f>' FAB-MS m/z: 4 8 6 [M+H] + 
^MM 9 4 

N-{4-[((lRS,2SR)-2-{[T5 y (-T ^ /);^^J^]7 x J ^ ^ )V)7 
5 $ y ]-6-^ ^/^=3r:^/ U >'-2— f >'U}-4-= h p'OXt 5 K H h U 7>:t 

iE-|';d->'F AB-MS m/z: 4 6 3 [M+H] + 
lllS0i| 9 5 

N-{4-[((lRS,2SR)-2-{[T 5 y 5 /)^f-yL']T5 xi-^i^'y)V)r 

E-Y^VFAB-MS ra/z: 4 6 2 [M+H] * 
HJSC^lj 9 6 

N-{4-[((lRS.2SR)-2-{[r % J % / )y^^^]r 5 o df- v-yu) T 

15 5 /l-e-^ 5^/U=^-^/ y >-2-Y/l^}-4-a:f-/U^>'X7 5 K Zlhy^/l'^ 

iE'T^l-C/F AB-MS ni/z: 4 4 6 [M+H] + 
HJS^SJ 9 7 

N-{4-[((lRS.2SR)-2-{[T 5 / (-T ^ / )p<f^/U]T ^ / } 'y^xi^^^y^T 
20 5 y ]-6-pf ^yl^^Sf--^/ y y-2->{ /l'}-4-( h y 7yK;to y h ^'>)^>'XT 
5 K ~ h y 7/U;i-n|^^Ji 
lE-f ^tVF AB-MS m/z: 5 0 2 [M+H]"" 

9 8 

N-{4-[((lRS.2SR)-2-{[T 5 ^ (-T ^ y)^^/^]^^ / d^^v'>'U)Z 
iE^;j-:^F AB-MS m/z: 4 0 8 [M+H]* 

9 9 

.N-{4-[((lRS,2SR)-2-{[T 5 y ? y )y^/l']Z $ y } i/i? n-vdrv'A)T 
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5 y]-6-^ ^/I'^^r-^-i/ y >-2-<yu)-2-(l-^-7f-yu)T-lr h7$ K -hi) 
E'f^tVF AB -MS m/z: 4 8 2 [M+H] + 

mmi i 0 0 

5 N-{4-[((lRS,2SR)-2-{[T $ / 5 / f^/U]T 5 7 } v^^ a^^i^/U)r 

jE-r;d->F AB -MS m/z: 4 9 0 [M+H] + 
IIJfi0iJ 1 0 1 

10 N-{4-[((lRS.2SR)-2-{[T 5 / (-f 5 / )?^^J^^T% o -.df^ i^/U) T 

iE'l':t>'F A B -M S m/z: 4 7 0 [M+H] + 
10 2 

15 N-{4-[((lRS,2SR)-2-{[T5 / % / )^'}-JV]T t a^^i^/V)7 
Ttf^Jrf-? K - h y 7/^3^DS^^ig 

jE-f ^^-^'F A B -MS m/z: 5 2 9 [M+H] + 
^SI0il 10 3 

20 4-7-fe^/l'-N-{4-[((lRS.2SR)-2-{[T 5 / (-f $ 7 ) > ^/WlT 5 / } i^:^' o 
'^:3fi/>'b)T 5 y ]-6-^ ^yW:"^:^:/ y >-2— T /i'}^:^ XT 5 K ~ h y 7/U 

jE'f:i-^'FAB-MS m/z: 4 6 0 [M+H]* 
^10iJ 1 0 4 

25 (2E)-N-{4-[((lRS.2SR)-2-{[7 5 y ('T 5 y)y^yW']T$ / jv/J? P-^^^f ■> 
yl/)T5 / ]-6-> ^/U=5E^-f / y i^-2— r yl')-3-(3.4-v?^ p p 73l-/1')7:5' 
y yl^T 5 K ~ h y 7/P:i-pg^®5*e 
]E-^;^->FAB-MS m/z: 5 12[M+H]'" 
^JI0ii 1 0 5 
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N-{4-[((lRS, 2SR)-2-{Lr 5 7 (-< iy)p^^J^]T^ / } i/ ^ u i^/U)7 
iEW'3^:^F AB -MS m/z: 4 3 8 [M+H]"" 

5 mm\ 10 6 

N-{4-[((lRS,2SR)-2-{[T 5 / (-l' iJ)^^^^]7^ j ^ xx )\^)7 

E^3j->FAB-MS m/z: 4 6 9 [M+H]* 
10 lll0iJ 10 7 

N-(4-[((lRS. 2SR)-2-{[7' $ / (-C S ^ ) > ^/l-]7 5 y } ViJ' o^^i^jU)7 
5 y]-6-;t y y-2-Y;i'}-4-(lH-k°o-/u-l— ryV)'<>X7 5 

E'f :r:/F A B -MS m/z: 4 8 3 [M+H]* 

15 mnm i o s 

N-i4-[((lRS,2SR)-2-{[r 5 / (-T 5 ^/H7 5 / } -> ^ n 'vdf^ i/^p) T 
$ /]-6-?^ f•;^dr:^/y ^^-2-^ >'P}-4-tert-y^/V/:^^ p ^ f- /u 

K —by ^/W^d-ng^S^tS 
3E^3}-:/F AB-MS m/z: 4 8 0 [M+H]* 
20 HJfi^'] 10 9 

N-{4-[((lRS.2SR)-2-{[T $ / (-Y 5 f^^^]T5 / } i/i? n -nJt 7 
$ /]-6-;{ 9^/W=3r-^y y >'-2— l';U}-4-^i^r y7^ K Zl h y 7/l';*-aB^ 

lE^:ty FAB -MS m/z: 3 9 6 [M+H]* 

25 mm 1 1 0 

N-{4-[((lRS,2SR)-2-{[T ^ / $ y ) p« ^>'l'] 7 5 y } ^' o -^df .y/w) 7 
$ /]-6-p< y :^-2— ('>'l^)-2-(4-:^ o n 7*=/W)7-fe h 7 $ K 

r h y 7/U;?J-Dg^gs:g 
JE'ityFAB-MS m/z: 4 6 6 [M+H]'" 
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wo 03/091224 



PCT/JP03/05432 



MMM 1 1 1 

N-{4-[((lRS, 2SR)-2-{[r $y (-r $ y)/'^Jl^]7\ xi^^=y)V)T 
5 iE'f :t>'F AB -MS m/z: 4 5 8 [M+H] + 

%%m 1 1 2 

N-{4-[((lRS, 2SR)-2-{[T 5 / (-f 5 7 )^ f-yU]Z5 7 Iv'^ u^^^y)V)7 

K ~ h y y i^-txus^^^s, 

10 iE'l'^>'F AB -MS m/z: 4 9 1 [M+H] + 

\ 1 3 

N-{4-[((lRS, 2SR)-2-{[T^ / (-< $ y)^^/HT5 / } C/^ p # v'yu) T 
5 /]-6-7f y >'-2-'f/u) -2- (4-7/1^:^0 7a:->'U)T-ir hT ^ 

K Z h y 7>'i';tng^®gS 
15 iE-f:*->FAB-MS m/z: 4 5 0 [M+H] + 

114 

N-(4-[((iRs,2SR)-2-{[r 5 y (-< 5 /)p'f-^u]r 5 u^^v,\')r 

$ /]-6-p< ^/P=Jf-:hy y yU}-2-v'^ n ^ v' T ir h T 5 K ~ h 

y 

20 iE'{:f y F AB -MS m/z: 4 3 8 [M+H] + 
1 1 5 

N-{4-[((lRS,2SR)-2-{[7 5 ^ (-C 5 y)^^/W]T5 y } i^i? p -^^^f- i^/U) 7 
5 /l-e-pt ^/l-^^E--^)/ y >'-2-'f >'U}-4-lf ^>'l'^:^XT 5 K Z: h y 

25 iE^:t>FAB-MS ra/z: 4 4 4 [M+H]^ 
116 

N-(4-[((lRS.2SR)-2-{[T 5 y (-T 5 ^>'W]r 5 y } v'iS' p^dr->/P)T 

$ /]-6-p' f-/^:^r:^y y >'-2--r /u}-4-^ f-/i^-3— i>'r 5 K zhy 
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wo 03/091224 



PCT/JP(»3/(»5432 



iE-r^d-VF AB~MS m/z: 4 10[M+H] + 

mmm 1 1 7 

&-{7±f-/UT^ /)-N-{4-[((lRS,2SR)-2-{[r 5 / (l' 5 /)p'^/U]7$ 

jE-f ;^-^'F AB-MS m/z: 4 6 9 [M+H] + 
^ii^il 1 1 8 

2-(3-7'-fe^yl'-2, 2-i^^ ^/W-^^ d ^ ^/u)-N-{4-[((1RS, 2SR)-2-{[7 5 

10 2-'i'/u}T-fe: hT 5 K ~ h y 7yi/;*-pg^Kji: 
1E^^>FAE-MS m/z: 4 8 0 [M+H] + 
^IS01J 1 1 9 

N-{4-[((lRS,2SR)-2-{[7 5 / (-f 5 y)>5"yV']r 5 / } n -vd^ v-zP) r 

15 - h y 7/U:i-DS^®?lS[ 

lE-( tyF AB-MS m/z: 4 9 6 [M+H] + 
HIM 12 0 

N-(4-[((lRS.2SR)-2-{[7 5 / 5 7)^ 5^/1-] 7 5 / } ^ o ^ ^ iy/l-) 7 
$ y]-6-y / y i^-2— r/l'}-3-(7a:;^/U;^>'l'7^::i/U):/'D/<y7 

20 5 K " h y y/u:i-n^^m 

lE'f ;?t->^F A B -MS m/z: 5 1 0 [M+H] + 

^mm 1 2 1 

N-{4-[((lRS.2SR)-2-{[7 5 y (-T 5 / )y ^/W]7 5 y ) v'i? p --^^f v'/P) 7 
5 /]-6-y 5^/U=^r:^/ y >'-2--l'/l'}-N.N-v^^ ^ jU7 ~/l^7 7 ^ yj % 
25 K H h y 7/U;tpg^®?:^ 

lE^^yp AB-MS m/z: 4 8 9 [M+H]* 
Ht^ij 1 2 2 

N-(4-[((iRS,2SR)-2-{C7 5 y (-T ? y ) y 5^/u]7 5 y ) iy^? p^^i//w)7 
5 /]-6-y f^/i^df y :^-2-'i'>'U}-4-(T 5 y 7^j\^^=^yi-)^y><7 5 K 
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wo 03/091224 



PCT/JP03/05432 



lE^:tyF AB-MS m/z: 4 9 7 [M+H] * 
12 3 

N-{4-[((IRS.2SR)-2-{[T 5 y (-f ^ / ) / f-^l^]7 ^ J ) ^ u^^'y)V)7 
iE^;f A B -MS m/z: 4 8 6 [M+H] + 

mmm 1 2 4 

N-l4-[((lRS.2SR)-2-{[T 5 ^ $ y);^ /} i/^ o'v.^-J/yP)T 

lE-r^i-^^F AB-MS m/z: 58 1[M+H]* 
. ^tefi^ll 1 2 5 

N-{4-[((lRS,2SR)-2-{[T $ 7 (-T ? / )^ 5"/W]7 $ / 1 ^ a ^=3?- v'/U) T 

iE'T^d-^F AB-MS m/z: 4 7 1 [M+H]* 

^tS0fiJ 12 6 

4-(7-1rf^yUT $ y )-N-{4-[((lRS,2SR)-2-{[T 5 / ('T ^ / )y f-yi-]T 5 
20 y) n^df-->/P)T 5 /]-6-> ]) y-2—(;u)^yX7 5: K 

jE-f :t>FAB-MS m/z: 4 7 5 [M+H] + 

nmm 127 

N-|4-[((lRS.2SR)-2-{[7 $ 7 5 7 ) ^ ^/U]T $ / } ^ P-^^r v/yU)T 
25 $ y ]-6-y f-/U:JE--^/ y y-2— f /U)-lH-t*7 >'-/l^-5-;l7yUd?:'f if 5 K ~ 

IE-<^:/FAB-MS m/z: 4 0 8 [M+H]-^ 
^tS^J 12 8 

N-{4-[((lRS,2SR)-2-{[T ? / (4 % y)y^/l']T5 / u-^^i^^l^)7 
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wo 03/091224 



PCT/JP03/05432 



jE'T^d-^'F AB-MS m/z: 4 7 2 [M+H] + 

mmM 13 0 

5 N-{4-[((lRS. 2SR)-2-{[T 5 / (-f 5 / )/'^/^]7^ 7 a^^i^/l^)7 
E-f^^^F AB-MS m/z: 5 1 4 [M+H] + 

Hjte^ii 1 3 1 

10 N-{4-[((lRS, 2SR)-2-{[T 5 7 K 5y);^f-/W]T5 / } n ^=5!^ -^/W) T 
^ y]-6-^ 5^yu^-ty" y ^-2— r>'H-2-(pi f-/Uf-;i-)^3f-:^T 5 K Hh 

]E'1';t:/F A B -MS m/z: 4 6 5 [M+H] + 
mMM 1 3 2 

15 N-{4-[((lRS. 2SR)-2-{[T 5 / (-Y 5 / ) 5^/1'] T $ / }->'^ n^dE^v'/U)T 

$ y ]-6-^ ^/I'^-^y y V-2-Y/U1-4-7 3-. y^ >^y:^7 5 K r h y 7 

IE-Y;t>'F AB-MS ra/z: 510[M+H] + 

nmm 1 3 3 

20 N-{4-[((lRS, 2SR)-2-{[T ^ / ('T 5 ^/w]7 5 / ] ^ xi^^'y fV)r 

$ y]-6-p< ^/wdf^T^v^y y-i-A fv\i^ J y y-e-ij&yi'jj?^^ $ k = h y 7 

lE-f :t>'F A B -MS m/z: 4 6 9 [M+II]* 
Hl^^ll 1 3 4 

25 N-{4-[((lRS. 2SR)-2-{[T 5 / (-T 5 / } P v'/U) 7 

5 y]-6-^ ^>'l^='p-^y y >-2— l'yU}-4-n-^:^f^>'l'^VX7 5 K -hy7 

jE-f ^i-^'F A B -MS m/z: 4 8 8 [M+H] ^ 
1 3 5 



so 



wo 03/091224 



PCT/JP03/05432 



4-[({4-[((lRS. 2SR)-2-{[T$ / (-T $ y ) > ^^W] T $ 7 ) i/^ n^dP'>yW) 

E'f :^->'F AB -MS ra/z: 4 7 6 [M+H] + 
5 mjBj 13 6 

N-{4-[((lRS,2SR)-2-{[r 5 / 5 y)^'^/\^]7% / ] i/ u jV)7 

2H-^ ay )V)it^'y\7^ h7 $ K "by ^^W^J- a Upgflt 

I-f;i-i^F AB -MS m/z: 5 6 4 [M+H]* 
10 1 3 7 

N-{4-[((lRS,2SR)-2-{[r 5 / U $y)y^/U]T$ y}i^^'P'^=^v'yU)7 
? y ]-6-y y y-2-'i'/U}-2-(6-;t=^r y-7,8--:^t Kp-6H-[1,3] 

v?;r=5ry n [4. p y >-8— f /u)T-fe hT 5 K H h y 7/u;i-pi^®f^ 

iE-f;i-y F AB -MS m/z: 5 4 6 [M+H]"' 
15 Ulig^iJ 13 8. 

N-{4-[((iRS,2SR)-2-{[r 5 y $ y)y^/u]T5 y } v'tJ' p'^^'>>'i')7 
5 y]-6-y ^yu=^r-t-i/ y >-2-'i'/u}-p^>7 5 k h h y y /x^-tu^w. 

iE^;tyFAB-MS m/z: 4 1 9 [M+H] + 
20 13 9 

N-(4-[((lRS. 2SR)-2-{[7 5 y (-f $ y)y f->'U]75 'a^^'y)\^)7 

X y]-6-y f^yu^^r-^-'/ y y-2-Wyu}-2-(e y $ ':/^'-2— r/u 5^:^)7 -ir h7 

I-f ;r>'F AB -MS m/z: 4 6 6 LM+H]-' 
25 UlSfiSJ 1 4 0 

N-|4-[((lRS,2SR)-2-{[7 5 y (-f 5 y )y ^yH7 ^ y } v'^ P^=^i^yU)7 
5 y]-6-p« y y-2-'f yul-S.S.a- h y 7 )Vir^-ru/<>y7 5 K 

jE^;t^FAB-MS m/z: 4 2 4 [M+H]"" 



51 



wo 03/091224 



PCT/JP03/05432 



1 4 1 

N-{4-[((lRS,2SR)-2-([T5 y U S.y)/f-J^]T I / ] i/ ^ o i^/U) 7 
5 f-fU^-ry V ^^-2— f yU}-2-(1.3-v^;i-='r y-1.3-v?t K o -2H- 

y-f K->'W-2->r/W)7°D/-«yT 5 K Z h !^ 7/1^:^0 SIK*^ 
5 iE^;t>FAB-MS m/z: 5 1 5 [M+H]* 
14 2 

N-{4-[((lRS,2SR)-2-l[7 ^ / (-Y 5 y } d :3f v'/V') 7 

10 I-f;^-:/ FAB-MS m/z: 4 7 5 [M+H]"" 

HSfe^'d 14 3 

N-{4-[((lRS,2SR)-2-{[T 5 / (4 ^ y)/^^^'\7^ / ) o iy A) 7 

5 /]-6-/ 'f-fV^^y V V-2-'</i'}-2.2-v?> 5^yu-5-:d-# h y k Kn 

15 iE^:t>'F AB-MS m/z: 4 5 4 [M+H] + 
^M^^J 14 4 

N-{4-[((lRS.2SR)-2-{[T 5 / 5 7 )^^/HT 5 y } -> ^ a ^df- i/^U) T 

20 jE-f:t>F AB-MS ra/z: 4 12[M+H]* 
^l^J 14 5 

N-(4-[((lRS.2SR)-2-{[T 5 y (-< 5 y ) ^ ^/V-] T ^ y } v'i? d --df- vz/W) T 

; y ]-6-^ y >'-2-'r ^1-2-73.^/1^^ a/N:/T ^ k — h y 7 

25 jE^:i-i^F AB-MS m/z: 4 4 6 [M+H] + 
14 6 

N-{4-[((lRS,2SR)-2-{[T 5 y U $ y ) 5"/^] T 5 y } v^^ P '^=^ T 
* y]-6-7< ^/l^=^r:f-/ y >'-2-^/V'}-2-(7 3i:^yW^:^-)T-fe hT ^ K H h 
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lEy( ytyF AB -MS m/z: 4 6 4 [M+H] + 

mmm i 4 7 

N-(4-[((lRS.2SR)-2-{[T ^ / (-f 5 ^ ^yi-]7 $ / } i^i^' 71^)7 

lE'T^i-VF AB-MS m/z: 4 9 0 [M+H] + 
^iS^il 1 4 8 

N-(4-[((lRS, 2SR)-2-{[7 $ ^ $ ^ )^ ^/l']7 $ / } ^ n^^^^r v/yl') 7 

jE'f ;r>F A B -MS m/z: 5 3 8 [M+H] + 
^]lfe«SJ 1 4 9 

N-{4-[((lRS, 2SR)-2-([7 5 / (-f $ y)^^>'i-]7? / } -> u>\dr->^l')7 

15 /l'#=^-y-? K - h y 7yU^ug^gg^ 

HEW'^f^^F AB-MS m/z: 5 0 8 [M+H] + 
HiSfiSJ 15 0 

N-(4-[((lRS, 2SR)-2-{[7 5 / (-{ 5 y)^^ ^/l']75 / }->^ a^:3^v'>'U)7 
$ /]-6-;< f-/wdE^:h:/y ^-2-i';w}-4-(^^;u5";i-)-<>'X7 5 K "hy 
20 y )Vis-u-^^'s^ 

I'<:i-VF AB-MS m/z: 4 6 4 [M+H] + 
*1^J 1 5 1 

N-{4-[((lRS, 2SR)-2-{[7 5: / (-< 5 ^/i']7 ? / n^:^'>yU)7 
$ /l-e-/ ^/U^Sr-^/y >'-2— r/U) fv^^ d [4.2.0]:ti7 ^-1,3,5- h y i 
25 >'-7-;!7/^/-K=¥•t^=: K Z h y y^u^a^^^ 
lE-(ty FAB-MS m/z: 4 4 4 [M+H] * 
1110111 5 2 

l-7-t^yU-N-{4-[((lRS.2SR)-2-{[7 / )p« ^/W']7 5 / } a 



S3 



wo 03/091224 PCT/JP03/0S432 

E^:^-^^ AB-MS m/z: 4 6 7 [M+H]-" 

mmm 1 5 3 

(2R)-N-{4-[((lRS. 2SR)-2-{[7 5 / (-T $ / ) / ^>'V']T 5 / } i/^ a -^='E-'> 

iE-f;i->^F AB-MS m/z: 5 3 0 [M+H]"" 
HJS^J 1 5 4 

(lR.4S)-3-[({4-[((lRS.2SR)-2-{[r 5 / (>r $ /)7'^/U]T$ / } n 

^ o [2. 2. ll^T'iJ'-S-:!: y-2-;it;/V^"yi^ / =f-)V3u7.y- r h y 

lE-f^i^ F A B -M S m/z: 4 9 2 [M+H] + 
• ||]i«»J 15 5 

15 N-{4-[((lRS,2SR)-2-{[T 5 / (l' 5/)^^/I']r5 y } o ---=35^ ->/W) 7 
5 /3-6-;»' ^^W^-^/ y y-2— r>'V}-9-;j-=3r y-9H-7/V;t^:^-2-*>'W7j?='f 

iE'Y;l->'F AB-MS m/z: 5 2 0 [M+H] + 
mtfij 1 5 6 

20 N-{4-[((lRS.2SR)-2-{[T5 / K 5 /)7<^/l']T5 / } ViJ' p v^/U) 7 

5 yl-e-pf ^v'l/'^-f / y y-2-'r /n-2-(3-^f'/^'i' y ^i^y-zv-s-^r-'w) 

iE'(';^->' F A B -MS m/z: 4 3 7 [M+H]'' 
HiSIJlj 1 5 7 

25 N-{4-[((lRS.2SR)-2-l[T5 / (-< 5 / ) 5^/1^] 7 ^ / } ^ o ^ =Jf v'/U) 7 
5 y]-6-^ y y-2— r yw}-5-= h a 77 >'-2-:*yi'7K=JE^f- 5 K 

- h y 7;v:ttimmm 

IE-Y^>FAB-MS m/z: 4 5 3 [M+H]-' 
^Jfi0iJ 15 8 
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N-{4-[((lRS.2SR)-2-([7 $ / 5 y)^5'/l']T$ / } v^^ p -^^Sr i^yW) T 
lE^ir>FAB-US m/z: 4 9 8 [M+H]* 

5 %%m 1 5 9 

N-{4-[((lRS,2SR)-2-{[T 5 / ^ 7)^ ^/P]r 5 J ] a^^'>jU)7 

jE^':i->F AB -MS m/z: 5 4 6 [M+H]"' 
10 16 0 

4-[(2-{[T 5 y (-Y 5 y)^^>'l^]T 5 /}'>^ a^^y/U)7 ^ /]-N-(4-:i: 

EW:t:^FAB-MS m/z: 4 4 6 [M+H]* 
15 1 6 1 

4-[(2-{[T 5 y (-r 5 ^>'l']r 5 / u^^'y/U)T ^ /}-H-i^^ 

iE'{;!f->'F AB-MS m/z: 4 3 8 [M+H] + 
20 ^iS0iJ 16 2 

4-[(2-{[T5y (-r 5 /)^^/l']T5 y}v'^' o^ds^i//U)T5 / ]-N-(4-^ 

E>f ;t^^F AB-MS m/z: 4 6 2 [M+H] + 
25 1 6 3 

4-r(2-{[7 5 y (-r 5 ^/l^jr 5 y li/^ n^dE-i//l/)T $ y ]-N-2.3- 
lE^ :tyF AB -MS m/z: 4 5 8 [M+H]* 
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PCT/JP03/05432 



UMM 16 4 

4-[(2-{[T 5 y $ y)^^J\^]T 5 y}i^^u^^^yjl^)7^ 
5 iE-Y^t^^ F A B -MS m/z: 4 6 9 [M+H]* 

%%m 1 6 5 

4-[(2-{[T 5 y ('f 5 /) ^ ^^I-]T 5 / } v-^ D^df v'yu)7 5 ^ ]-N-(4-i5' 

10 jE-r:i-:^FAB-MS m/z: 4 5 2 [M+H]"" 

^JS^J 16 6 

4-[(2-{C7 5 / (-f ^ / ) P« f-zV'lT 5 y } i^i^' a-^^^r iX/W)r 5 7 ]-N-[2- 

15 jE^;i-VF A B -MS m/z: 4 7 6 CM+H] + 
%%^\ 1 6 7 

4-[(2-{tT 5 y (-r 5 y ) y^^v]r $ y } D^dr->yu)r $ y ]-6-y 5" 

20 jE-f :f VF A B-MS m/z: 4 6 0 [M+H]* 

nMM 1 6 8 

4-[(2-{[T $ y (-r 5 y )p< ^/Hr 5 y n-^^f .>/u)r 5 

/u-N-(2-^;^7:ny-2— r^u^g^yu)^-^/ y y-2-;i7yi';Jt>f- 5 K - K^ 

25 jE'f^f^^F A B -MS m/z: 4 5 2 [M+H] + 
Ultet^J 1 6 9 

4-[(2-{[T 5 y ('T 5 y ) > ^/w] r ^ y a 7^ ^ / ]-n- 

[(6,6-v?y ^/Hfi/i? P [3.1.l]^7'i? >'-2— r/W)y ^yW]-6-p« ^>'U=iE--f 
i/y >'-2-;{7>'^7Kdri^^ K r h y 7yi^;^-o g^^lS 
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wo (13/091224 



PCT/JP«3/(I5432 



A B -MS m/z: 4 7 8 [M+H]* 

MMifi 1 7 0 

4-[(2-{[T ^ / 5. y )^ f•^^]7 ^ / } n'^=Jr v^/U)7 5 / ]-6-^ 9 

5 zhv yj^:tumm^ 

lE4t>FAB-MS m/z: 5 0 0 [M+H] + 
^Jg^J 17 1 

4-[(2-{[T5 / (-r $ ^ ^/\^]7 ^ / P'^=¥v^/W)7 ^ /]-N-(2, 2- 

i?7»=yW3if^yU)-6-p< ^/W^-f / U :^-2-:;57 ^ ^^ 5 K ~ h ^ 

10 D|1f®f*l 

iE>r*>FAB-MS m/z: 5 2 2 [M+H] + 

Hilg^iJ 17 2 

4-[((lRS.2SR)-2-{[T $ 7 ('T 5 / ) f-/u]T $ / } ;> iJ' n^^iX/U) 7 $ 
y ]-N-(3,4-v^> h:SrV^>i?>'U)-6-^ ^yu=^r:^y y >'-2-;t7/i'7K:5r1f- ^ K 
15 ~h]}yjl^^umWt^ 

E'T^^VF A B -MS m/z: 4 9 2 [M+H]"" 

mii&M 17 3 

N-[(1RS, 2SR)-2-((6-^ f"/l'-2-[ (4-7 ^/H::°-^7 T /W) ;>?7 n 

20 og^Kig 

]E'l';i->'F A B -MS m/z: 4 8.7[M+H]* 

nmm 1 7 4 

4-[((lRS.2SR)-2-{[7 $ / (-< 5 ) f-/HT $ / ) n^df- i^/U) 7 5 
y ]-N,6-v=^ 5^yw-N-(l-y 5'yi^e-<y v'^^-4-^yu) df-^ y" U >-2-:?t7yu#' 
25 =^rlJ-5 K H h y 7>'l-;l-ni^®g:i; 

]E-(':i-:/F A B-MS m/z: 4 5 3 [M+H] + 

mmm 175 

N-((lRS,2SR)-2-{[6-^ ^/i'-2-(^/l'7^ y i^-4— C >»i';5; -yu) i/ y 
^^-4-^/U]7 5 y } v/i? o^drv/;u)i/7::^v^>' - hi) 7 J^ta^^m. 
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lE-^ tyPAB-MS m/z: 4 12[M+H] + 
1 7 6 

4-[((lRS.2SR)-2-{[T ^ 7 (-f $ / )^i-/^]7 5 / ) n-.df i//U)T ^ 

5 nf^^iS 

iE'f F A B -M S m/z: 4 6 8 CM+H] + 
Hlfe^iJ 1 7 7 

>'^/l^-4-[((lRS,2SR)-2-{[T 5 / (-C ^ / ) ^ f'/i^lT 5 y ) 

10 

E-r:t>' F A B -M S m/z: 4 7 6 [M+H] + 
HiS^iJ 1 7 8 

4-[({lRS,2SR)-2-{[T ^ / \ / ) ^ ^/V-JT a df v'/V) T 5 

y ]-N-2, 3- t K P -1 . 4-^>' / 1^ /U-6-;>^ ^Ji^^i- :/ I) 

15 2-*>'U/1?=^-y-5 K r. h y 7/U:^nf^^j^ 
E-f:*->'F AB-MS m/z: 4 7 6 [M+H] 
^l^J 17 9 

N-[(1RS, 2SR)-2-({2-t(4-^>' v^/U- b'-i^ ^'-l— T yw) * /I' JJ^ ^ /W]-6- 

20 ;j-oS^®8it 

iE^^i-V F A B -M S m/z: 5 0 1 [M+H] * 

l^l^J 1 8 0 

4-[((lRS. 2SR)-2-{[7 5 y {-T 5 / ) ^ ^^l']r 5 / } ^ D'v.dr^>/w)7 ^ 
y ]-N-(l-^>'v^/U y v?>'-4— r yV')-6-^ ^^/U^'S-f-y y :x-2-;<7yU7K^ 
25 K H h y 7;i':i-ot^Sei[ 

lE'f F A B -M S ra/z: 5 1 5 [M+Hr 
Uli^iJ 1 8 1 

4-[((lRS,2SR)-2-{[T 5 7 (-< 5 ^ ) ^ ^>'l']T $ / ) v' ^ D^dr->^I^)7 5 
/]-N-(v^^ n^dri//u^ f^/W-e-^ ^^W:'r-^y y ^^-2-* ^ 1^ 5 K 
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jE-r^i-i^F AB-MS m/z: 4 3 8 [M+H] + 
HJfe^iJ 1 8 2 

N-((1RS, 2SR)-2-{[2-(l,2,3,4-r h y ^ ^ y ^ V )\^13 
iE'fjj-^^F AB -MS m/z: 4 5 8 [M+H]* 

n^M 18 3 

4-[((lRS,2SR)-2-{[7' 5 / (-T ^ / 5^^l^]T 5 / } v-i? D-sdf.~>^u) 7 5 
10 /]-6-^ ^>'U-N-;^;^'<^'^yW'=^-^/ y y-2-*yni? Jf-lJ- 5 K "hy^yu 

E^:*-^'? A B -MS in/z: 4 1 2 [M+H]* 

^iifirj 18 4 

N-((lRS.2SR)-2-{[2-(2, 3-v= t Ka-lH--r > K - yl'-l--r ^l^:* jUTii^jU)- 
15 6-;'f'/U=¥:fy y :/-4-'1'/V]r 5 /} iX:?' P'<-drv'/l')^r-i/> ~hy 

lE^tl^F AB-IAS m/z: 4 4 4 [M+H] + 
HJg^l 18 5 

4-[((lRS. 2SR)-2-{[T 5 7 (-f $ /)/^^U]Tx / } ^ a-^^i^/U)T ^ 
lE-f^i-VF AB -MS m/z: 3 8 2 [M+H] + 

m^M 18 6 

4-[((iRS.2SR)-2-{[r 5 / ('f ^ y )7f 5^/u]T 5: / } v'tJ' a^:^f -yyu) 7 ? 

25 /]-N-l,3— O'/f-T /-;u-2-'i';u-6-^ 9'/V=^r:^y y y-2-:* /utK ^ 1^ 
jE'r;i->' F AB -M S m/z: 4 7 5 [M+H] + 

MMm 1 8 7 

4-[((lRS.2SR)-2-{[T 5 -/ (-f 5 / )/^JV]TX / ) '> ^ a-^^i//l^)T ^ 
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IE'f;i-^'F AB-MS ro/z: 4 9 2 [M+H] + 

mMmi 8 8 

5 4-[((lRS.2SR)-2-{[T 5 / (-T 5 / ^^^HT 5 / } ^ n 7 $ 

y ]-N-l-T■t^* t'v^^ p [2. 2.2]:ti^ ^ y-3--{ / ^ JV ^i- V 

H';i->'F AB -MS m/z: 4 5 1 [M+H]^ 
MMM 1 8 9 

10 4-(((lRS, 2SR)-2-{[T 5 / (-T $ / ) ^ 5 / } ^ a^df-'y^l^)7 5 

/]-N-(l,2-v'7:c::i/l'ai^yb)-6-p« ^/W^-^-y V t\^if-^-^ 5 K 

jE^;i-:/F AB-MS m/z: 5 2 2 [M+H] + 
1 9 0 

15 N-((1RS, 2SR)-2-{[6-^ ^/U'-2-(x;^7 Y 'a ^ J )\'1n\^if^=.fV) 

jE'f^>'F AB-MS m/z: 4 6 4 [M+H] ^ 
*Ji£M 1 9 1 

20 4-[((lRS,2SR)-2-{[T 5 7 (-f $ / ) ^ ^^UlT 5 / 1 ^ p ^ ^^r i^'/U) 7 ? 
y ]-6-;?< ^y^-N-(l-:^7^/^^ ^yu)=5E-:?->/ y ^-2-:557 yU/i?:^r-il- 5 K r h 
y 7/i':^pg^®?ig 

lE'l'^^ F A B -M S m/z: 4 8 2 [M+H] + 

m^m 19 2 

25 N-((1RS, 2SR)-2-{[6-;< f-/U-2-(l, 3-^7 / V ^^-3— T * /I' ^ - /W) df- 

iE-r^f-^F AB-MS m/z: 4 1 4 [M+H]^ 
^Jifi^aj 1 9 3 
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4-[((lRS,2SR)-2-{[7 5 / (>r 5 V )^ 5^yw37 5 J } ^ o^=^v'yl-)7 5 

iE-f^i-^'FAB -MS m/z: 4 6 8 [M+H] + 
5 ^S60i] 19 4 

N- { (1 RS, 2SR) -2- [ (2- i [4- ( 1 , 3-^ y / ^ y - /U-S-'I' ^ ^ ) If'^ 7 

iE'r;^->FAB-MS m/z: 5 4 5 [M+H]"' 
10 %1km 19 5 

4-[((lRS.2SR)-2-{[T $ ^ (>< 5 / )^ 5"yU]T 5 J\'y!^ v'/W)T $ 

y ]-N-[2-(3,4-v'/ h dE.i/7:c=/^)a:f•/^]-6-;><5^/^'=^:^y y >-2-*yi' 

1- l':^-:/FAB~MS m/z: 5 0 6 [M+H]-" 
15 19 6 

4-[((lRS,2SR)-2-{[T 5 y (W" 5 /);?< f^/WjT 5 / n^:^ri^/W)7 5 

/]-6-p' ^/u-N-[3-(2-p« ^yutr^ y v'i^-l->r>'i')7'o f y^]#-^:/ y 

2- ;5) -y- 5 K H h y :7 /u D 1^ @f i£ 

]E-C^i^FAB-MS m/z: 48l[M+H] + 
20 %%m 19 7 

4-[((lRS.2SR)-2-{[7 5 ^ $ y)y< f■/^]7 5 7 } -> tJ' D-^^->yU)7 $ 

y ]-6-^ f-/u-N-(2-(e y -Jy-i-^i y :/-2-:^7/^xJ^^1^ 

$ K H h y 7yU;i-og^®Ei^ 
IE^;i->F A B -M S m/z: 4 4 7 [M+H]-" 
25 ^IC'ij 19 8 

N- (( 1 RS. 2SR) -2- { [6- p< ^ )V-1- ( {4- [ (2E) -3- 7 :r: yW-2-y o - ] t' ^ 

7 - H h y 7 /U;*- n g^S^:^ 
lE-f :r>'F AB -MS m/z: 5 2 7 [M+H]* 
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nmm 1 9 9 

4-[((lRS,2SR)-2-{[7' $ / (-T S / ) f-/HT 5 / } a^^i^/U)7 ^ 

5 E'f;t>'F AB -MS m/z: 4 8 9 [M+H]* 

^iiSf'J 2 0 0 

4-[((lRS,2SR)-2-{[T ^ / (-T $ / )^ 5^/V]T 5: / } a^^^yjV)7 ^ 
y]-N-(3-^ H =¥'>7 31 n/U)-6-y L) y-2-;t;/V'/l?^-!J- ^ K ~ 

10 I'l';i->'F AB -MS m/z: 4 4 8 [M+H] + 

^mm 2 0 1 

4-[((lRS, 2SR)-2-{[r % / {4 ^ / ) / f^/l^]T 5: / } -> ^J' a^^iyjV)7 $ 

15 jE'1';t>'F A B -MS m/z: 4 1 9 [M+H] + 
||]i0!|2 0 2 

4-[((lRS,2SR)-2-{[T 5 / (-T 5 / f-/U]r $ / } '> ^ a^^'>jU)7?. 
J ]-6-p< ^yu-N-(2-(^/U/i^ y >-4— r yi') Jii^/i') / y >'-2-;^yUy-K=3{- 
t5 K H h y 7/W:tu@^^^ 
20 jE'1'2h>'F A B -MS m/z: 4 5 5 [M+H] + 
m^^J 2 0 3 

4-[((lRS,2SR)-2-{[r $ / ('T $ / )^ ^>'l']T5 n -.:5f v-yu) 7 5 

y]-N-2,3-C^ t Kp-IH— r >'r yi^-6-;< ^^/w^-^/ y :^-2-*yUiK 

drf 5 K z h y y/v:tom^m 

25 ]E'1';*-VF A B -MS m/z: 4 5 8 [M+H]'- 
llJg^'J 2 0 4 

4-[((lRS.2SR)-2-{[r ^ y K / ) / ^ / } i^^' p-v:^v//l') 7 5 

- h y y/\^:tu^mu 
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iE-f;i-i^F A B -MS m/z: 5 1 0 [M+H] + 

mmm 205 

N-((lRS,2SR)-2-{[2-(l,4"-f f 'J JV tlJ\^ ^ ;V) / JV 

5 g^g^ig 

lE'f ;*-VF A B -MS m/z: 4 9 3 [M+H] + 
m^Sj 2 0 6 

4-[((lRS,2SR)-2-{[r 5 y ('< S y ) ^ ^/W]T 5 y } v^i^ D^^Sr '>/U')T ^ 

10 y 7/i';!}-DS^®e^ 

jE'l':t:^F AB-MS m/z: 4 3 8 [M+H] + 
2 0 7 

4-[((lRS. 2SR)-2-{[T 5 y ('f 5 y ) ^ fr/HT ^ y } ^' a^dE.i//w)7 * 

y ]-6-^ ^/u-n-(t h 7 t Ka 7 7 >-2— f /wy f-yi') ^"ty y y-'i-ti )v 

15 JK=^f■t^ 5 K - h y 7/l';*-nt^^;^ 

iE^;fi^F AB-MS m/z: 4 2 6 [M+H] + 
%%m 2 0 8 

4-[((lRS. 2SR)-2-{[T 5 y (-f $ y ) y ^yU]T 5 y } 'C/^ a^df '>>'l')T 5 
y]-N-(6-a: h^Sz-LS-^y/^T'/ — yW-2-'f yi/)-6-^ f-yl/ :3f- :^ y 
20 X V -V ^) y t^Hrn^m^ 

^^is-yV K^-WS, m/z: 5 1 QEM+H]-" 
2 0 9 

4-[((lRS, 2SR)-2-{[T $ y (-T ^ y ) y f-yl-lT 5 y } v'^J' P^dr:X7U)T 5 

y]-6-y ^/u-N-(ey ^yy-i--{ iv:^ =f-)v)^-rv y i^-2-;5;>'i'*:5rf- ? v 

25 H h y 7/W;i-oS^SE:^ 

]E'(':t VF A B -MS m/z: 4 3 3 [M+H]'^ 
IIJ£0iJ 2 1 0 

4-[((lRS. 2SR)-2-{[T 5 y (-f 5 y ) y ^yU]T 5 y } o ^dr v'yU)T 5 
y]-N-(3-y Y^'y^y'y)V)-b-:^^)\^^'Y-J^)y-'L-ti)\^ifsiii--t?. K " 
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iE'r^:/F AB -MS m/z: 4 6 2 [M+H] + 

mmm 2 1 1 

4-[((lRS,2SR)-2-{[T 5 7 (-f 5 / ^>'W]T 5 / ) ^ a -^:Jr T 5 

jE-r:t>'F AB -MS m/z: 4 4 6 [M+H]-' 
2 12 

4-[((lRS.2SR)-2-{C7 5 / (-Y ^ / )/f-/l^]T^ / ] ^ a -yj}^) 7 \ 
IE-r:t>'F A B -MS m/z: 4 5 0 [M+II]-' 

%mm 2 1 3 

N-{(1RS. 2SR)-2-[(2-{[4-(4-p« h ^^f i/ 7 a. - ) -3- > 7 ^-1- 

E-f ;t-:^F AB -MS m/z: 5 3 1 [M+H] + 
^Ifg^J 2 1 4 

N-[(lRS,2SR)-2-({6-;< f-yU-2-[ (4-( f y S k°-<7 

y 7/^;d-pS^®ftS 
iE-<:tVF AB-MS m/z: 4 8 9 [M+H] + 
USS^i 2 1 5 

N-{(1RS, 2SR)-2-[(2-{[(2R,6S)-2.6-v=^ ^/l^^jUTt^ V y-4-y( yu]* yi^Jjt' 

iE^;t:/F AB-MS m/z: 4 4 0 [M+H]* 
2 1 6 

N-[(1RS, 2SR)-2-({6-/ ^/l'-2-[ (4-( k' y A) tf^7 v^:/-l-'l' 
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lE-( tl^F AB -MS tn/z: 4 8 8 [M+H] + 

nmm 2 1 7 

5 4-[({lRS,2SR)-2-{[r 5 ^ (-< S / ) P< ^/U]r 5 / } i/:^ n^df-vz/U) T 5 

= hy 7yU:d-nS^^ig 

iE'l';*-:/ F A B -M S m/z: 4 3 3 [M+H] + 

mMM 2 1 8 

10 4-[((lRS.2SR)-2-([T 5 / (>r 5 / ) p« 5^^W]7 5 / } ^ o ^df- v//u) 7 5 
y]-6-7f f-/w-N-(if y ^y^)=5r:^/y y-2-;!7;v#=3f K 

Hhy 7yU:^og^S^ig 

lE-Y^j-y F AB-MS m/z: 4 3 3 [M+H] + 

mnm 219 

15 4-[((lRS.2SR)-2-l[T 5 ^ ^^I'jT 5 / } a ^dr'>/W)7 5. 

>']-N-(i,3-'<yi/v?;*-^y->'i'-5->r>'V'7< ^>'i')-6-;« y >-2- 

]E-f;i-yF AB-MS m/z: 4 7 6 [M+H] + 

2 2 0 

20 4-[((lRS.2SR)-2-([T 5 / (-Y 5 / ) ^ f^/l-]T S y } p ->=*r i^^U)7 5 
y ]-N-(4-^:/v'/W7 3i^/W)-6-^ ^/u^-f / y :^-2-:;t7yi'7K^1h ^ K H 
h y 7/V';*-nf^®ifi 

jE'1':^:/F AB-MS m/z: 5 0 8 [M+H]"^ 

^m>\ 2 2 1 

25 N-((1RS, 2SR)-2-{[6-y ^/W-2-(x t K a / y ^'-l-'f yU;t7 /l^ -^i-) 
dft/ y :^-4— r/U]7 $ / } n^:^v^yU)^T-i^:/ - 1> y 7yU;j-n 

jE-1';*-:^FAB-MS m/z: 4 6 4 [M+H] + 
HJil^iJ 2 2 2 
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l-(l4-[((lRS,2SR)-2-{[T 5 / $ /)^^/l']7 5 J]'y^ n^^i-'yfV) 
IE'1';ti^F AB-MS m/z: 5 0 9 [M+H]* 

5 nmm 223 

4-[((lRS, 2SR)-2-{[T 5 y (-T ^ ^ ) ^ f-^'HT 5 / } ^ n dj^ T 5 
y ]-N-[2-(4-^ h =Jr v'7 3i=/W)if-/U]-6-p< 5^/V'=^r-f U :/-2-*;W3i^ =f- 

iE^;i-:^F A B-MS m/z: 4 7 6 [M+H]-' 
10 22 A 

4-[((lRS.2SR)-2-{[T 5 / (-T 5 / )^^>'V]r 5 / Iv^^ o^dri^/l')T 5 

jE-<;r:/F A B -M S m/z: 4 7 5 [M+H]* 
15 **g0>J 2 2 5 

N-[(1RS, 2SR)-2-({6-> ^yl/-2-[(4-:r =5r y-1-7 * =;V/-1. 3. 8- T if ;^ 

iE-f ;i->F AB -MS m/z: 5 5 6 [M+H] + 
20 n%m 2 2 6 

4-[((lRS,2SR)-2-{CT 5 / (-T 5 ^ )p« ^^W]r 5 / n'vdr://U)T ^ 

/]-N-(2-7 y ^>'i')-6-^ ^/i'=3e-^^/ y :^-2-*>'^J^?^-t^ $ K n h y 

E-f^^FAB-MS m/z: 4 2 2 [M+H] 
25 2 2 7 

4-[((lRS.2SR)-2-{[T 5 / 5 y ) ^ f^/U]T 5 / } i/^ p ^dE^->'>'l') T ? 
/J-6-> 5^/l'-N-(3,4.5- h y ;^ h ^/^^^ c^/U) ■^ / y >'-2-* /l-Jl? =Jr f- 
5 K - h y ^'/u^^-pS^^^ 
iE-f ;^-^F AB-MS m/z: 5 2 2 [M+H]* 
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2 2 8 

4-{[({4-[((lRS.2SR)-2-{t7 5 / (-T 5 /)> ^Jl^]7 ^ / ) ^ a ^^'y 

5 jE'f^i-^F AB-MS m/z: 4 9 0 [M+H] + 
2 2 9 

N-[(1RS, 2SR)-2-({6-^ ^/V-2-[(4-( fc° 7 >'>-2--r/l') i^^^-l-'f 

10 lE^:i-yF AB-MS m/z: 4 8 9 [M+H]* 
UlS^iJ 2 3 0 

N-[(1RS. 2SR)-2-({6-p« ^/i'-2-[(4-( y v/^^-2-'< /b) i^y-l--( 
/V)l3 )Vif.=-}V^^-t9 V y-A-^ J\^]7 X J)y'^ a^^iyj\^]if7 ^i/y 

Z h y y^u:tam^m. 

15 lE-r F A B-MS m/z: 4 8 8 [M+H]"" 
. ^mm2 3 .1 

4-[((lRS.2SR)-2-{[T 5 y (-f 5 /)/ ^/HT^ / li/^ p-vdri^/U)7 ^ 

y]-N-[(3R)-i-<<^'v^yi'eo y ^/>'-3— r/i']-6-7<5'/i'^-^-'/ y V-Z-^yW 

20 >F AB-MS ni/z: 50l[M+H] + 

HJIg^il 2 3 2 

4-[((lRS.2SR)-2-{CT ^ / ^ ) / f^yu]7 ^ / n^=3p'>'yV)7 5 

25 E-f ;i-:/F AB-MS m/z: 4 5 8 [M+H] + 
mmi 2 3 3 

4-[((lRS.2SR)-2-{[7 ^ / (-T 5 y ) P< f-/U]7 ^ / ) v'i^ a -vdr v^/W) 7 5 
y ]-N-[2-(4-7>'U:tD 7 ji5'yU]-6-;>t l) y-l-tnvif>,^ 

■fXY - h y 7>'U3^oSgftg 
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jE^;i-^^F AB-MS m/z: 4 6 4 [M+H]* 

mMM 2 3 4 

4-[((lRS.2SR)-2-([T 5 y (-T 5 5^/l-]T 5 ^ } ^ a^^i^;U)7% 

jE^:*->'F AB -M S m/z: 5 2 9 [M+H] + 
^JS^J 2 3 5 

4-[((lRS,2SR)-2-{[T 5 7 (-f 5 / ) ^ f-/U]T 5 7 ) d--^>'/U)7 5 
y]-N-[2-(lH— r y }f — /U-3-^Jl-):i.^^U]-&-/ f-Jl^^i-y]} l^-l-t)}Vifs 
10 ^1^5 K - h y 7yW^p|^®S^ 

jE-f :i-^^F AB -M S m/z: 4 8 5 [M+H] + 

^Jfeiyil 2 3 6 

4-[((lRS. 2SR)-2-([r 5 y (-r ^ y ) 7< ^/U]T 5 y l v-i? D-^^f ->yu)7 5 
y ]-6-p< f--'W-N-(l-7 i-/i'j:f-/i')=^:^y y >^-2-;&/i'/K=¥f- 5 K r h 
15 y 7/u;?hPS^®fiS 

]E^;*-:^F AB-MS m/z: 4 4 6 [M+H] + 

■n^m 237 

(2R)-[((4-[((lRS.2SR)-2-{[T 5 y (-T 5 y ) y T $ y } a ^ 

/i^)7 5 y ]-6-y f'>'i'=^-^ y y ^-2—1' /u) :^7;u;i<-yw)r 5 y ] ^^^^/wg^ 

20 B / ^/\^^:^T^i' — h D y /i^:tt2^^m. 
lE^Tt^F AB-MS m/z: 4 9 0 [M+H]* 
2 3 8 

4-[((lRS,2SR)-2-{[7 5 y (-T $ y ) ^ ^>'l^]7? y Iv^^' n^df v/;u)7 $ 

y 3-N-[(is)-i-^>c//w-2-y i> ^Jf-i/^^'ywj-e-y f-/i'='r:^y y >'-2-;<7/u 

25 K - h y 7/i';d-p|^®eJ^ 

]E>f:tVFAB-MS m/z: 4 9 0 [M+H] + 
mm 2 3 9 

4-[((lRS,2SR)-2-{[7 5 y (-T 5 y)^^yW]7 5 y } '>i5^ n i/yV) 7 5 

y ]-N-(2-^ p aKi^i;/p)-6-y ^yi'dr-^/ y :/-2-*^u^=^-y- 5 K :i h 
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lE^t:^FAB-MS m/z: 4 6 6 [M+H]* 

nmi 2 40 

4-[((lRS. 2SR)-2-{[7 5 ^ (-f $ Z)^ ^/l-]7 ^ / } ^J' n df- v'/U) 7 5 
5 /]-N-(3. 4-v?7>'^;^-o-<Vv?/^)-6-^f■y^=^^:^y y >-2-*yujJ?drl^5 K 

]E-f3f-:/F AB-MS m/z: 4 6 8 [M+H]* 
^iSfi^'J 2 4 1 

N-[(1RS. 2SR)-2-({6-p< 5^yW-2-[(4-7 :t ^ 2, 5. 6-x h 7 t K d f y 

lE'f;*-:^? AB -MS m/z: 4 8 4 [M+H] + 
|ISS0iJ 2 4 2 

4-[((lRS.2SR)-2-{[7 5 / 5 y)^^Jl^]Tl y } > a^drv'/U)7 5 
15 /]-N-(4-7/U:t n-<::/v?/U)-6-/ ^/U^-^y y >-2-;t;/UjJ?=Jrf- ^ K H 

lE^ty FAB-MS m/z: 4 5 0 [M+H]* 
HiS^iJ 2 4 3 

4-[((lRS.2SR)-2-([7 5 / (-T 5 / ) ^ 5'yl']7 5 y } a -x/l.) 7 5 

20 y ]-N-[(3S)-i-^:/i^yi^ y v^^'-s-'T >'i']-6-y y :^-2-:^/u 

iE-r;i-:^F A B -MS m/z: 5 0 1 [M+H] 
HJg^iJ 2 4 4 

4-[((lRS,2SR)-2-{[7 5 / ('f ? 7 )7« ^/l']7 5 / } v' ^ n^dE^v'yU)7 5 

yf^^i-l K H h y 7/b;*-D§^®f^ 
JE-C3f>F AB -MS m/z: 5 15[M+H]-' 

mmm 245 

4-[((lRS,2SR)-2-{[7 5 / (-< S. y ) / ^ /l^]T ^ / } v- ^ n ^^r v'/I^) 7 5 
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I'f F A B -MS m/z: 4 8 2 [M+H]* 

imm 2 4 6 

5 4-[((lRS,2SR)-2-{tT 5 / (-T 5 ^ )^ ^yl-]T 5 / } xi^^'yf\')7 % 

jE F A B -MS m/z: 4 4 8 [M+H]* 
2 4 7 

10 l-(|4-[((lRS.2SR)-2-{[T 5 / 5 / ^/W]T ^ / I v^^ D-^.z^v^/P) 

iE-r;i-:/F AB-MS m/z: 4 8 2 [M+H]"' 
%m\ 2 4 8 

15 l-({4-[((lRS,2SR)-2-{[T 5 / 5 y )^ 5^/t^3T 5 y } ^ p ^ i^/W) 
75y ]-6-^ ^/^:^E^:^i/ y y-2— f yp} ^v'W^E^yw) e^y t?>'-4-:*;i'5}C^ 

]E'l';i->' F A B -M S m/z: 4 5 3 [M+H]"' 

2 4 9 

20 4-[((lRS,2SR)-2-{[T ^ / (-T 5 7 ) > T S y } v' ^ n ^=Js^ i^/b) 7 ^ 

y ]-6-p{ ^yl'-N-l,2,3,4-r h^t h'ui-y ^ UV-l-^/y^^-T^/ y y-2- 

* /uxj^ 1^ 5 K - h y 7 /u n gjta 

iE^;r:x F A B -M S m/z: 4 7 2 [M+H]"' 
2 5 0 

25 4-[{(lRS.2SR)-2-{[7 5 y (-< 5 y ) ^ f-yH7 S y 1 v/^ D^dr i/A)7 5 
I-f:^-^? AB-MS m/z: 4 2 6 [M+H] + 

2 5 1 



70 



wo 03/091224 



PCT/JP03/05432 



4-[((lRS.2SR)-2-{[T 5 / ('T 5 / ^^HT 5 / } ^ u^^^;V)r 5 
jE'r;f ^FAB-MS m/z: 5 0 0 [M+H] + 

5 mmm 252 

4-[((lRS.2SR)-2-{[T $ / (-< 5 y);<^/l']r5 ^ P'v#v//w)75 

th^-^ 5 k - h y y/i^:i-amm^ 

lE^:iryF AB-MS m/z: 5 1 6 [M+H]* 
10 2 5 3 

4-[((lRS.2SR)-2-{[T ^ ^ ('f 5 y )^ f-^i^]T ^ y } •>':^' v^yu) 7 ^ 

/]-N-(6-iJ' o o ey v':^-3-'< /W)-6-> y >'-2-;(7/U7K^1>- $ 

K z h y 7/u;i-og^®?ie 

lE-f;^:/? AB-MS m/z: 4 5 3 [M+H] + 
15 HJg^^iJ 2 5 4 

N-[l-(l-r^^-^^^9^>'l^)3i^/V]-4-[((lRS,2SR)-2-{[T5 J {.4 % J ) :^ ^ 

K r h y 7/U;i-nS^S?ig 
iE-f ;*-^F AB-MS m/z: 5 0 4 [M+H] + 
20 2 5 5 

4-[((lRS.2SR)-2-{[T ^ / (-f 5 / ) / f-/l^]T 5 / } n-^*->/U) T ^ 
>']-N-[4-(7 ? / ^ ^/u)^>'v^>'l']-6-p< f-zP^^r-f / y ^^-2-;^; ^W/J? =Jf 1^ 5 
K H h y 7/i<';!}-Dg^®f^ 
lE-r^VF AB-MS m/z: 4 6 1 [M+H] * 
25 ^Ife^J 2 5 6 

4-[((lRS.2SR)-2-{[T % J ^ J)^ ^ )\'^7 t J 1 ^ u^^i/jv)r % 
y]-N-(3-:^' n D^i/v>yu)-6-^ f'yi'^^^yy :/-2-;)t;yUjK=3p-y-5 K H h 
y 7yU;rog^®fit 

jE^;*-:/F AB -MS m/z: 4 6 6 [M+H] + 
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2 5 7 

4-[((lRS.2SR)-2-{[7 5 7 (-^ 5 y)p'f-/HT5 / } a :^ «y yu) 7 5 

5 jE'f^fV'FAB-MS m/z: 4 6 6 [M+H]* 

|ISS«»J 2 5 8 

4 - [((IRS, 2SR)-2-{CT5y (>f5/) / ^^^] / ) 
^p^dri/yU) T?/] -N- ( 2 - y - 2 - 7 a: ^/l':!^^^^) -6 
-^^/U^f-y'y 2 -*/U3iJ<^1^5 K - h y 7/W^PSt®S^ 
10 ]E-f ^j-y-F AB-MS m/z: 4 6 0 [M+H]* 

mmm 2 5 9 

4-[((lRS,2SR)-2-{[r 5 / (-f 5 / ) ^ 'f-J^^T ^ / } n^^^y/\^)r % 
/]-6-> ^/U-N-(2-(e y i\^)3L^j],)ii--rV y >'-2-;<7y^d<=^1^ 

15 H';i-^^F AB-MS m/z: 4 4 7 [M+H] + 
^ififiaj 2 6 0 

4-[((lRS.2SR)-2-([T $ / (>f 5 ^/^IT^ o df- v^/V) 7 5 

y ].jy|_([(2S)-l-rc^/W t'p y v^y-2-'<yU]^ ^/U y 

2-^/i^7j<^1^ 5 K H h y 7/w;!i-nj!r^^Je 
20 E'Y::^:^F AB-MS m/z: 4 5 3 [M+H]* 
^liS0iJ 2 6 1 

N-Cl-({4-C((lRS.2SR)-2-{[T 5 / (-f $ ^ ) P< T 5 / li^^ P^^Sf V 

yu)r $ y]-6-^ y >'-2-i'yH*>'i'7H=/v) tf a y i;?:^-3— f/H 

7-fehT^ K ~hy 7yi^:tDi^^]S 
25 jE-f^^-VF AB -MS m/z: 4 5 3 [M+H] + 
lliig^il 2 6 2 

4-[((lRS.2SR)-2-{[7 5 / $ / )^ f"/V/]7 5 / } ^ u-^^'y;V)Tx 
/ 3-N-(3-7>'U;*-n^y v/yU)-6-pi ^yv^-fv' y :^-2-*yl'jK:^f 1^ ^ K r 
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E'C;d-:/F AB-MS m/z: 4 5 0 [M+H]* 
MMm 2 6 3 

4-[((lRS,2SR)-2-{[7 5 / $ / ) / ^/HT $ / ] -> u^^iyjU)7 ^ 
/]-N-(2-7yL';j-D'<>":^A')-6-p< ^^l'='r-f / y >-2-*/i'/-K^f- 5 K ~ 
5 h y 7>'P^Pf^S^iS 

E-f^ypAB-MS m/z: 4 5 0 [M+H]* 
Hl^j 2 6 4 

4-[((lRS,2SR)-2-{[7 $ ^ (-f 5 y ) ^ ^Jl^]T^ / } ^> ^ a^^i^;U)7 x 
/]-N-t3-7>'U;*-p-5-( h V y jv-txi ^ y 
10 :/-2-*yUJl?=^f- 5 K ~ M; 7yW;^o f^^ig 
E^5^>FAB-MS m/z: 5 1 8 [M+H]* 
HJfe^iJ 2 6 5 

N-[(lRS.2SR)-2-({2-[(4— Ov^yHf--? 'J v^v-l-^T yu) yU/K -yi^]-6-y 

15 Hs-n^WLlk 

E'f^d-:^? AB-MS m/z: 5 0 0 [M+H] + 
||ji0)J 2 6 6 

4-[((lRS,2SR)-2-([T 5 y (W 5 / ) p< 9"yw]r 5 J\'y<f xi^^'y/v)7 t 
y ]-N-{2-[4-(T 5 y ,:^/U7^^yU) 7 :n =.yu]ai5^/U)-6-7f f-y^=¥•:^:/ i; 
20 l-1i)Vif.^^%Y z.Y^) y j^iru^'^m. 

AB -MS m/z: 5 2 5 [M+H] + 
HiS^SJ 2 6 7 

4-[((lRS,2SR)-2-{[T $ y (>r 5 y )p< ^yU]T $ y ) 'y^ x3^^i/j\^)T 5 
/]-N-[2-(i,3-^^^/>';^-^ y-yi'-S— ryu):3i^yi^]-6-y ^ji^^-fV V y 

lE^yt->F AB-MS m/z: 4 9 0 [M+H]-' 
2 6 8 

N-[(lRS,2SR)-2-({2-[(6.7-v'^ h ^^r 2, 3. 4-r h 7 t K n ^ y y y 
y-2— r yl'^K-zl'] -6- p« ^/U^-^/y >'-4— fyl'lT 5 y ) v'^ D^:Jr 
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'yj^'i^T^.'J'^y Z h y 7/^3^ a Strife 
]E'r;*->F A B -MS m/z: SlSCM+H]* 
%%m 2 6 9 

4-[((lRS.2SR)-2-{[7 $ / (-T 5 5^/^]T 5 /\'y^ n^:^v'/U)T ^ 
5 y]-6-^f-/U-N-[(lR)-l-7*=/l'X^;V]dE^:f>/y y-2-*>'U7t?:J|f1»-5 K 

IE-r;i-:^FAB-MS m/z: 4 4 6 [M+H]* 
HJfe^'iI 2 7 0 

N-[{lS,6R)-6-( T ^ / iJ zI^tH ~ ;U)-^- 1/ ^ a y-l-^f ;U]-4- 

10 [((lRS.2SR)-2-{[r 5 / (-f 5 y )p' ^yW]T 5 / } a^^i^/\^)T 5 

lE^:t> FAB -MS m/z: 4 6 5 ^]-^ 
UlifeM 2 7 1 

4-[((lRS,2SR)-2-{[T 5 / (-T ^ ^ 9^/W]T 5 / n^=^'>/U)7 5 
15 /l-e-p* ^/W-N-O-^ 5^>'P^i^i?/U):^r-^/ y >'-2-;<7yW'xK=^--»^ 5 K 
y Df^g?:^ 

jE-Y;*->F AB -MS m/z: 4 4 6 [M+H] 

^il^J 2 7 2 

N-[(1RS. 2SR)-2-( {2-[(2. 5^/1^-2, 5-i> fc: K d -lH-fc° d T /U) 

20 lib/I'd? — >'l']-6-y y >'-4-l'yW}7' 5 / ) v-^ D^^'e^v'yUji/T:::^ 

v'y r h y 7/u:tog^®?ig 

l£y(yi-yYAB-MS m/z: 4 2 2 CM+H]* 

mnm 273 

4-[((lRS,2SR)-2-i[T ^ y I / ) / ^yHT ^ / ) v'^ d -^dr -^yu) 7 5 
25 /]-6-p<f->'U-N-(2-7x-ywyD tf/W):^^-^-i/y :^-2-:!t7y^4^:^r•!^^ K - 

IE^2i-VF A B -MS m/z: 4 6 0 [M+H]* 
HSfe^J 2 7 4 

4-[((lRS.2SR)-2-{[7 ^ / 5 /)p«5^^W]7^ y li/iJ' u^dE^iX^U)75 
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jE-(:i-yF AB-MS m/z: 4 6 0 [M+H]* 
II1I01J 2 7 5 

5 4-[((lRS.2SR)-2-{[T 5 / ('f 5 7 )^ 5"/W]T 5 / a^#v//U)T ^ 

jEW':t^^ F A B -M S in/z: 5 0 6 [M+H]"" 
mMi 2 7 6 

10 4-[((lRS.2SR)-2-{[T $ / (-f 5 y )> ^'/WDT 5 y a '^:5r S^/W) 7 ^ 

I'T^^-i^F A B -MS m/z: 5 2 0 [M+H]* 
^SS0iJ 2 7 7 

15 4-[((lRS,2SR)-2-([T ^ / i-{ K / ) / ? / } v^^ a^drv'/l')7 5 

H'f :*-:^F A B -MS m/z: 5 0 3 CM+H]* 

^If'l 2 7 8 

20 4-[((lRS.2SR)-2-{[r 5 / (-f 5 7 ) ^ ^/U]T 5 / } iJ' p -^:^f i^^u) T 5 
y]-6-^ ^yw-N-(^;r7*>'-2-'i'/U^^yW):Sr:t->' y >-2-:* /UtK =^ $ 

]E'<:t>F A B-MS m/z: 4 3 8 [M+H]* 

nm\ 2 7 9 

25 4-[((lRS.2SR)-2-([T 5 / (-C $ 7 ) 7 ^/l^]T 5 7 ) i> d v^/U) 7 5 

iE-rjtVF AB-MS m/z: 4 7 4 [M+H]* 
2 8 0 
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4-[((lRS. 2SR)-2-([7 5 / (-T 5 7 )p< ^^V-]T 5 / } ^ n^df v^yP)T $ 

lE^;^-^? AB-MS m/z: 5 0 6 [M+H]* 
5 Hife^nj 2 8 1 

4-[((lRS.2SR)-2-{[7 5 / (-^ 5 7 )^ ^^UjT ? y } ^5' n ^df- iz/b) T 5 

$ K - h y 7/W;i-oSI®S^ 
E^r^t-yp AB -MS ro/z: 4 6 0 [M+H]* 
10 2 8 2 

4-[((lRS,2SR)-2-{[T 5 y 5 y)^^/l']T5 / \V n i\^^7 % 

/ ]-N-[2-(2-i5' n n 7 ji -yu) nif-yV]-6-y =f-)\'^-f^/ V 
5 K H h y 7/iz;*-pS^^iS 
jE'f^ti^ F A B -MS in/z: 4 8 0 LM+H]-' 
15 ll]i{^2 8 3 

4-[((lRS,2SR)-2-{[7 5 / (-T 5 y ^"/I'lT 5 / } ^ n ^df- v-zu) T $ 
y ]-N-(i, i-v?^f->'p-2-7'p tf =/i')-6-;< ^^u^-t:/ \) :/-2-i3 f\^7f^^-t 
; K n h y y ^i-:tu^^m. 
jE^t^F AB-MS m/z: 4 3 6 [M+H]'' 
20 ^JI0li 2 8 4 

4-[((lRS.2SR)-2-{[T 5 y 5 y ) ^^^U] T 5 y ) v'^ n ^/yu) r * 
y ]-6-;< ^;W-N-[(lRS,2SR)-2-7 3i = >'Wv^^ p:/n f ] =5?- >^ y 1^-2-^1 

iE^^^^FAB-MS m/z: 4 5 8 [M+H]* 
25 11160*1 2 8 5 

4-[((iRS,2SR)-2-{tT 5 y (-T 5 y)^ ^>'^]r ^ y li^^- ti^^i^ji^)7i 

f-/\^-fi-{2-/ I) y-2-:f3 /ujli^^i- % K ~hy 
iE^;*-:/F AB-MS m/z: 412[M+H] + 
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nmm 2 8 6 

N-{{4-[((lRS. 2SR)-2-{[T 5 / (-T 5 y)/^/i^]T 5/1^X^5' a-^^^yju) 

5 E'I'jf-VF AB-MS m/z: 4 4 2 [M+H]* 
%%m 2 8 7 

N-({4-[((iRS.2SR)-2-([7 5 / (-T 5 7 )^5^/U]r 5 /liXi:' u ^ )V) 

10 ]E'l':t>'FAB-MS m/z: 4 9 0 [M+H] + 
2 8 8 

4-[((lRS.2SR)-2-{[T 5 7 ('f $ 7 ) > ^^wlT 5 / } v-^ n^^v^/W)7 5 

15 iE-<:i->'F AB-MS m/z: 4 3 8 [M+H] + 
2 8 9 

4-[((lRS,2SR)-2-{[7 5 y (-f $ / ) ^ ^>'l']7 5 / d^^v^/1^)7 5 

20 E'f;i-:/F A B-MS m/z: 4 6 9 [M+H]* 
2 9 0 

4-[((lRS, 2SR)-2-{[7 5 / ('f 5 / ) ^ ^/i']7 5 / } v'^ x2^^'yfV)7 % 
/]-N-[5-(ai5^yUf-;t)-1.3.4-^7 v^7y->'l'-2--l'>'l']-6-P« ^>'W=Jrt / 
y y-2-;j!7/i-d^>f- 5: K ~ h U 7;^7^D§|®^ 
25 iE^:*-^'F A B -M S m/z: 4 8 6 [M+H]'*" 
%1Sim 2 9 1 

4-[((lRS,2SR)-2-{[7 5: y (-< $ y )p< ^y^]7 5 / }'>:5' o ^ ^Jf^ i^yW) 7 5 
/ ]-N-(3-n->^ Y^'y^^ fyi-)-6-7' "f-J^^^-YV V y-2-:bjU^^-^?. K 
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IE'r;i-^F AB-MS m/z: 4 5 6 [M+H]^ 
^M'l 2 9 2 

4-[((lRS.2SR)-2-{[T ^ / (-f ^ / ) P< ^/I-JT ? / ) v^^ uy^^i^/U)7 % 

lE-(ty FAB-MS m/z: 4 1 4 [M+H] + 

HJfefiJ 2 9 3 

N-{(1RS. 2SR)-2-[(6-^ f-/l'-2- ( [ (IS. 5R) -1. 3, 3- h ]) / ^ J\^-6-7 -f \f '> 
lE^t^" FAB -MS m/z: 4 7 8 CM+H] + 

mmm 294 

4-[((lRS,2SR)-2-([T ^ 7 (-< 5 ^ ) ;^ ^JU]7 5 / } v^^ D^drv/yU)7 5 
y ]-6-p< 5^yW-N-(l,7, 7- h y ^ f-yp t'v/^ n [2.2. 1]^:^^ ^'-2-'1'yP') df- 
15 i-^yv >-2-:^A7]^^-^K K ~ h y offsets 
IE'f^>'F AB-MS m/z: 4 7 8 [M+H]'' 

mmm 295 

4-[((lRS,2SR)-2-{[T 5 / (>r 5: ^ ) 9^\^]7 5. / } i/ ^/ u^^^yjV)7 5 

20 r h y 7/U;^-pS^^:^ 

E-Ysl-^F AB-MS ra/z: 4 3 0 [M+H] + 
||Jg0iJ 2 9 6 

4-[((lRS.2SR)-2-{[T $ / (-T $ / )^ ^/ujT 5 / } '>i5' d^:^v^^I/)7 5 
/l-N-'OXt Ky>'l'-6-p« 5^yudf-:f- y y :y-2-i3 % K ~ h y 7 

25 /^2t-aS^®Jig 

E-r;i->F AB-MS m/z: 5 0 8 [M+H] + 
HJfi^iJ 2 9 7 

4-[((lRS.2SR)-2-{[r ^ / (-< 5 J);^fJV]7?, n ^:^r v^^l-) 7 5 

/]-N-t'v'^ n [2.2. IJ'^T'^ >^-2-^ /W-S-p* f-^U^-T:/ ]) iVif^ ^ 
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iE4tyrAB-MS m/z: 4 3 6 [M+H]* 

mn&m 2 9 8 

(lR,2R)-2-[({4-[((lRS.2SR)-2-{[7 5 7 (-f 5 y);<f-^l^]7 ^ J \ ^ ^ 

iE-f:*-yF A B -M S m/z: 4 9 6 [M+H] + 
%%m 2 9 9 

4-[((lRS.2SR)-2-{[7 % J {4 ^ J ) :^ ^ J^lT x / } i/^ D-vdr~>/U)T 5 

]E-r;j-yF A B-MS m/z: 4 4 8 [M+H]* 

Ute^J 3 0 0 

4-[((lRS.2SR)-2-{[T ? 7 (-f 5 ^^W-lT 5 7 } -> ^ a-^=t v-/^)T 5 

y 7)\^t^^^m. 

lE4ilr>F AB-MS m/z: 4 1 2 [M+H]* 
HJSfiry 3 0 1 

4-[((iRS.2SR)-2-{[r 5 y (-r 5 y ) ;< ^^yi'lT 5 y ) D^df->>'^) r 5: 
20 y ]-6-y ^yw-N-[2-(2-7 ^ y :¥->7^-yu):t5^yu]=>r-^- y y-2-;t7yU/K 
K ~ h y 7/W:^-pg^®fi^ 
jE-1':i-yF A B -MS m/z: 5 3 8 [M+H] + 
^JS^TiI 3 0 2 

4-[((IRS.2SR)-2-([7 $ y (-T 5 y)^ ^y^]75 y } ^ u ^s?- ;U ) 7 5 
25 y]-N-[2-(l, l'-t'7 3i-;U-4-^yl')ri:^yU]-6-y ^/U'=5f--^y y y-2-^J\^ 

jE4 ^yFAB-MS m/z: 5 2 2 [M+H]* 
lliS0iJ 3 0 3 

N-(|4-[((lRS.2SR)-2-{[7 5 y (-f 5 y )p< ^/l']7 5 y ) D'^ds^ v'/U) 
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iE-l':i->'F AB -MS m/z: 4 7 0 [M+H]* 
HJfetRj 3 0 4 

5 4-[((lRS,2SR)-2-{[T 5 7 (-T 5 y)^? ^^V-lT 5 / } n -vdj- 7 $ 

iE-l';i->F AB-MS m/z: 4 6 4 [M+H]"^ 
^JS0iJ 3 0 5 

10 4-[((lRS,2SR)-2-{[r 5 y (-f $ y )p< ^/U]7 5 / } v'^ n-^^S//U)r $ 

iE'<;^-:^F AB-MS m/z: 4 9 6 [M+H] + 
%m\ 3 0 6 

15 N-({4-C((iRS,2SR)-2-{[T 5 / (.^ % / ) :^ f- J^'\T ^ / } ^ n ^ df- i^/U) 

jE-r:i-VF A B-MS m/z: 4 8 4 [M+H]* 
^IS^l 3 0 7 

20 {2-[({4-[((lRS.2SR)-2-{[7 $ / (-T $ / ) ^/l']7 $ / } ^ D dp 

jE'f :t:^F AB-MS m/z: 5 1 1 [M+H]-" 
%%m 3 0 8 

25 4-[((lRS.2SR)-2-{C7 5 / (-f 5 ^ ) P< 5^^l']7 $ ^ } n^:3E-i^^U)7 $ 
y 7/i';d-pg^®Sl£ 

jEW:tVFAB-MS m/z: 4 7 4 [M+H] + 
HiS^^ll 3 0 9 
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4-[((lRS,2SR)-2-{[T $ y (-< $ / / } ^ P^=5fv^yU)7 5 

JE'f;^^:xFAB-MS m/z: 4 2 6 [M+H] 
5 3 1 0 

4-[((lRS.2SR)-2-{[r 5 / (-r 5 y ^^yl^lT 5 y o'^drv^/U)7 5 

/]-6-y ^yP-N-(1.2,2- h y y f^yUT'D e/i-):?r:hy V >-2-:>!7 /i^Ji? t $ 

jE-l';t>'FAB-MS m/z: 4 2 6 [M+H]* 
10 M^ms 1 1 

4-[((lRS.2SR)-2-{[T ^ y (-< 5 y)y 5^/U]T5 /Iv'iJ' n^dfi/yp)7 5 
y 3-6-y ^'/U-N-d, 1, 3, 3-x h 5 y f^^w 7^5^/1^) ^^t- >^ y :/-2-:;t;^i'5j? 1^ 

5 K - K y y/i^±am^m. 

lE-f :t>'F AB-MS m/z: 4 5 4 [M+H] 

15 m^inis 1 2 

4-[((lRS.2SR)-2-{[T $ y (-C 5 y )y ^yU]T 5 y } n-.:3s^'>yl.)7 ^ 

y ]-6-y ^yiz-N-o, 3,5- h y y ^'yi'v'i? d '^=5E-v^/w)de-^}/ y ^'-2-:*yi'/j? 

jE'<:^-:/F AB-MS m/z; 4 6 6 [M+H] + 
20 ^M01J3 1 3 

4-[((lRS,2SR)-2-([7 5 y 5 y ) y 5^/P]7 ? y } a-^^^y/U)7 $ 
y ]-N-(2. 3-v^y ^yvi^^ o->vdf->/yu)-6-^ ^^yb:^:^^ y :/-2-;t7 /utK -y- 

5 K ~ h y yji-^cmmm. 

lE^typ AB-MS m/z: 4 5 2 [M+H] + 
25 llJfe^iJ 3 1 4 

N-({4-[((lRS.2SR)-2-{[7 5 y (-f 5 y ) y =f-^U-iT^ J)'y^ D-xdri/^p) 
7 ^ y ]-6-y y ^^-2-'1'yl');&/V/1f^yU)-L-7 3:^/V'7 7 = :^ 

jE-<;i-^^F A B -M S m/z: 5 0 4 [M+H]* 
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mm^\ 3 1 5 

4-[((lRS,2SR)-2-{[r 5 y ('f 5 y ) p£ f-/^]T a ^^i//\^)7^ 

5 lE-r^i-VF AB -MS m/z: 3 8 4 [M+H]"" 

mmm 3 1 6 

4-[((lRS.2SR)-2-{[T x / (4 t / )^ 5 / 1 v" ^ x:i ^^'y/U)7 ^ 

10 E'<:t>'F AB -MS m/z: 3 8 4 [M+H] + 
HJSfd 3 17 

4-[((lRS,2SR)-2-([T 5 7 (-< 5 / ) ^ 5"yl^]T 5 / 1 '> o df^ i^-zU) 7 5 
15 E'C^J-VF A B -MS m/z: 4 5 4 [M+H] + 

mnm 3 1 8 

4-[((lRS,2SR)-2-{[T ^ / ^ / ) ^ ^/I^JT 5 y } a^^i^/U) 7 5 

20 IE'l':st->F AB -MS m/z: 4 2 6 [M+H]* 
^1^3 1 9 

4-[((lRS.2SR)-2-{tT 5 y (-T 5 y)^ 5"/W]T5 y } ^J' tJ-Ndf i^yW)7 $ 
y ]-N-[2-(4-:7/^;t-a 7 1- y ^ /Ux ^y^3 -6" ^ f-yu^"^-/ y 

25 IE^;t:/F AB -MS m/z: 4 9 2 [M+H]* 
^Ife^J 3 2 0 

4-[((lRS.2SR)-2-{[T ^ y (-T 5 y)^^/u]T$ ylv'^ o^:Sf '>>'W)r 5 
y ]-6-;X 5^yU-N-(5-= h n-l,3-^7y — /l'-2-'l'>'l')=¥-^-y' y y-2-:iJA^t^ 
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lE-(t> FAB -MS m/z: 4 7 0 [M+H]* 
3 2 1 

4-[((lRS,2SR)-2-{[7 5 ^ (-f 5 ^ ) ^ ^^/WjT $ ^ } n-^df v'yu)7 $ 
/]-N-[3.5-t'7.( h y 7yl';^-n ^ v?^l^]-6-^ ^^U:3f--^y V y-2- 

5 ;&/U/K=¥t $ K ~ h y 7/P:4-ni^g?tg 
E'f ;*->F AB-MS m/z: 5 6 8 [M+H]* 
HJIfiSj 3 2 2 

4-[((lRS,2SR)-2-{[T 5 ^ (-f 5 y ) p< f'/UlT =: ^ } v'/U)7 ^ 

/ J-N-d.S-v'^ ^yl'^^r v/yW)-6-^ 5^yU=Jr-t-y y Jl^Ti^ ^ i- ^ K 

10 n h y ^yl'^J-ag^®?^ 

E-fJi-VF AB-MS m/z: 4 5 4 [M+H] + 
3 2 3 

4-[((lRS,2SR)-2-{[T 5 y 5 /) ^ 5">'l']T ^ / } p^^->/U)7 ^ 
y ]-6-^ ^/P-N-(l-^ y ^^-2-;!7yu# :3f -y- 5 K ~ h 

15 y7yU;i-o6^K^ 

jE-f;*-^ FAB-MS m/z: 4 5 4 [M+H]"^ 
IIJ60iJ 3 2 4 

4-[{(lRS,2SR)-2-{[7 5 y (-f 5 / ) p< =3^/H7 5 / } v'^ P'^^ VyU)7 ^ 

20 y 7/1-;^ ol^gfig 

aE-l':i->' FAB-MS m/z: 4 4 0 [M+H]"' 

mmm 325 

4-[((lRS,2SR)-2-{[7 5 / 5 /) ^>'U]7 5 / } v'^ P-^dE^->/U)7 ^ 

25 y 7yl^:^ni^gfj^ 

jE-(';i->F A B-MS m/z: 4 4 0 [M+H]"" 
|IJ£0'!l 3 2 6 

4-[((lRS.2SR)-2-{[7 5 / (-< 5 5^yl']7 5 / p i/yv) 7 $ 

y ]-N-:/^yu-6-p< ^/u=Jr-f y y >-2-:;t;yi'3j<='f -y-^ K Zhy7/U;i-aS^ 
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jE-^:i-:^F AB-MS m/z: 3 9 8 [M+H]^ 
mm 3 2 7 

4-[((lRS,2SR)-2-{[T 5 / 5 /)^^/l']TS / } p ^/^W) 7 5 

y ]-N-[2-(3, a o 7 31 ^f^>'l']-6-->' ^'r P ^'-2-*/l'5l? 

iE-fi-^'F AB-MS in/z: 5 14[M+H]* 

n^ms 2 8 

4-[((lRS.2SR)-2-{[T 5 / (-T $ y)p'^>'Hr5 /) i/i^ a -^^r v/;^) 7 5 

lEy(tyFAB-lAS m/z: 4 6 0 [M+H] + 
^te^i] 3 2 9 

4-[((lRS,2SR)-2-{C7 ^ / (-T 5 / ^^l-]7 5 / } i5' a^^'yjV)7 ^ 

^^p-N-o-C^yu* y :^-4— f /V')ya e/^)d^:^>' y i/-2-:*yi'# 

lE'T^^'F AB-MS m/z: 4 6 9 [M+H]-' 
3 3 0 

4-[({lRS.2SR)-2-{[7 5 / (-f 5 y)p«^/H75 7 } u :Jf v'/U) 7 5 
/]-N-(3,5-v'-tert-:/f->'W7 3i^/U)-6-;< g^;^=55^:^y y ^^-2-*yW^N =^■i^ 
$ K ^ h y 7/^:^-0 S^^it 
E-r;*->'F AB-MS m/z: 5 3 0 [M+H]* 

^Ht^iJ 3 3 1 

4-[((lRS,2SR)-2-{[7 5 / (-f $y)^f"^l^]7 5 y 1 ^ p ^ =5f v'^^) 7 5 
y ]_6-^ 5^yi,-N-(4-;< =^-:>-y y ^-2-;&/^^=^•t^ 5 K 

]E'r;i->'F AB -MS m/z: 4 4 6 [M+H]"" 
^l^J 3 3 2 

4-[((lRS,2SR)-2-{[7 ^ 7 (-T ^ 7)^^/1'] 7 5 7 } v' ^ D^dfi/yW)7 5 
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/]-N-(3,4->?^ n a i/ /\^)-6- / =^ /l^ ^ t ]) y-2-:b /l^^^ K 

lE^ty FAB-MS m/z: 5 0 0 [M+H]* 
3 3 3 

5 4-[((lRS,2SR)-2-{[T ^ y (-f S / )/^Ji']T ^ / ) > ^ n^^ri/yW)T 5 
f'>'U-N-[(lS)-l-(4-;^ ^/U7 3i:zjU)3L'^ju]^i-y ]) y-l-fnyy 

E-r;*-^^? AB -MS m/z: 4 6 0 [M+H] + 
%%m 3 3 4 

10 4-[((lRS. 2SR)-2-{[T 5 y ('T 5 / ) ^ f-yU]T 5 / } n^:^e^>'P)T 5 

:/F AB -MS m/z: 4 4 6 [M+H] + 
^ffi^ij 3 3 5 

15 4-[((lRS. 2SR)-2-{[T % J ^ J ) i- =f- i^lT 5 / } ^ a ^:^r v^v*!^) T ^ 

$ K H h y 7>'U;d-pB^Sf^ 
]E^;i-VF A B -MS m/z: 4 4 9 [M+H] + 
3 3 6 

20 4-[((lRS.2SR)-2-{CT ? / (-< 5 7 ) ^ ^/l-lT 5 7 } -> p ^^f- -> ) T 5 
/]-6-p< ^/U-N-2-7'p t'-yw^Sf :^'/ y >-2-;^;/^/1?=^■t^ ^ K ~hy7/w 

E^:^-VFAB-MS m/z: 3 8 0 [M+H]* 
3 3 7 

25 4-[((lRS. 2SR)-2-{[7' 5 / (-T $ 7 ) $ / } p :3r /l' ) T 5 

/]-N-(2. 6--:^7y^^D^yv?>'^)-6-^5^y^=3f■•^>' y :/-2-:*/W/1f ^i^ 5: K 

n h y yj\^is-u^^m. 

E-l';J->'FAB-MS m/z: 4 6 8 [M+H]* 
Illg0ij 3 3 8 
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4-[((lRS,2SR)-2-{[7 5 / (-T 5 / )/^Jl^]7 $ / } v/ ^ D^dri/;P)T 5 

AB -MS m/z: 4 8 2 [M+H]* 
5 3 3 9 

4-[((lRS.2SR)-2-{[T 5 / 5: / ) =^JU]7 ^ vi^^^y}\^)7 % 

y ]-6-^ ^/u-N-(2,2, 2- h y 7>:to ^r-^/ y ^-2-;(7 yU/K =f- ■!^ 5 

]E-f;i-y FAB-MS m/z: 4 2 4 [M+H]"' 
10 3 4 0 

N-({4-[((lRS,2SR)-2-{[T 5 / (■< 5 y);<5^>'V]r $ / ) ^ n ^df '>/^) 

T/l' ~ h y 7/U;!i-Dg^ifje 
E-f F AB -MS m/z: 4 2 8 [M+H] + 
15 HSfe^iJ 3 4 1 

4-[((lRS,2SR)-2-{[T 5 / ('T 5 /)p<^>'V']7 5 / Iv'^' o^dfv./u)r 5 
y]-N-(3.4-i^;p{ hdf'>7 3L=:/u)-6-p'5'yw#:J-:/y >--2-:*>'i'^:¥f-$ K 
Z h y ■7/i';i-D&^^iS 
E-f ;^->'FAB-MS m/z: 4 7 8 [M+H] + 
20 ^tfilfil 3 4 2 

4-[((lS.2R)-2-{[T 5 / (-f 5 y )^ ^;W]T $ y } ^ P'^^->/U)r 5 
y]-N-(2-'r y7'p^#^;'J^5"/u)-6-p'5^/i'=ar-^y y >'-2-;«;>'i^5j^=¥f-5 K 

— TBI sw. %nii. 

iE-^:*-:^F AB-MS m/z: 4 2 8 [M+H] 
25 %%m 3 4 3 

4-[((is.2R)-2-{[T $ y (-< 5 y )^ ^yulT ? y p -^^r i^yi-) r $ 

y]-N-n-:/f-/u-6-^f^/i':'f^t/y i^-2-;!;/W5i}<=^f-5 K HJ^gJiS 
jEW':^-i^FAB-MS m/z: 3 9 8 [M+H]-^ 
HJI^fJ 3 4 4 
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4-[((lS.2R)-2-{[T 5 y ('f 5 y ) / ^/I'JT 5 / } i/^ a -^dr '>yu)7 5 

"X 1^ • 

IE'f;j-:/F AB-MS m/z: 4 6 0 [M+H] + 
5 ||]i0>J 3 4 5 

4-[((lS,2R)-2-{[T $ / ('f 5 / ^/ujT^ / } ^ p =3f /V' ) 7 5 
/]-N-(4-> h v':7 3i::i/u)-8-^ ^>'i'='S^-^-'/ y v-2-;&>'^7J?^1^ 5 K ~ 

<SIL ^luL 

]E-(':t>F A B -MS ra/z: 4 4 8 [M+H] + 
10 Hlg^nj 3 4 6 

4-[((lS. 2R)-2-{[T 5 / (-f 5 y ) > ^/UJT 5 / } ^ u^^'y)V)7 5 

jE-r^:/F A B-MS m/z: 4 14[M+H] + 
15 %%m 3 4 7 

4-[((lS,2R)-2-{[T 5 / (-r 5 / ) .f'/VlT 5 / } '> ^ D^df'>/W)T 5 

IE^;tVFAB-MS m/z: 4 6 8 [M+H] + 
20 %%m 3 4 8 

4-[((lS,2R)-2-{[T 5 / (-< 5 y )^ 5^^l^]T u df- ) T 5 

J l-e-pi ^yU-N-(l. 1. 3. 3-x h 7 p« =^f^-?- y y ^^-2-* :3r 1^ 

jE-f :r>F AB-MS m/z: 4 5 4 [M+H] + 
25 %%m 3 4 9 

4-[((lS.2R)-2-{[T ^ / (-f 5 y 5^/W]T 5 y } -> i^' p df- yu ) 7 ^ 
/ ]-6-^ 5^yu-N-(2-;4-dr y-2.3-v? fc K o -IH-^ X-T 5 y — yU-5-'l' 
y^)=^^:^y y >-2-;!7/^^^^^1^5 K "ifiSS^ 
]E>f;d-^^F AB-MS m/z : 4 7 4 [M+H] + 
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Ml&m 3 5 0 

4-[((lS.2R)-2-{[T 5 / (-f 5 /)/ ^J\^']T ^ u-^^i^ji.)7 5 

y]-N.N.6- h y ^ i-ju^-ty V y-2-:i3/u7fs^i)- 5 K ~m.m& 

iE^;*-^^FAB-MS m/z : 3 7 0 [M+H] + 
5 Hig^l 3 5 1 

4-[((lS,2R)-2-{[T X / ^ y)/^/\^]7 % a-^^i/ju)7 5 

y ]-N-(l, ^J\^:fu eyu)-6-^ ^yU:^-^ / y >'-2-;t;yP/K:^r-!^ 5 K 

— ' 

E'f :t^^F A B -MS m/z : 4 1 2 [M+H]* 
10 MMm 3 5 2 

4-[((lS,2R)-2-{[T ^ / (-f $ y ^Jl']7 5 y } v/^ d-s =^rv'yU)T 5 
y ]-N-[2-(4-7{ h =3^ v'7 3i -/W)aif-yU]-6-y f^/U^Sr^J-'y U :^-2-* yU/}^ =^r 

^ — — 

lE^^^FAB-MS m/z : 4 7 6 [M+H] + 
15 3 5 3 

4-[((lS.2R)-2-{[T ^ y ('I' 5 y ) ^/U]T $ y } v'^' D-.^v^/U)7 5 
y]-6-/ ^>'U-N-(2-(lf y v?>-2--i'>'U)^9^/u)df--:^>' y >-2-*/Wa|? 1^ 

^ F 

iE'f^tVFAB-MS m/z : 4 4 7 [M+Hl'- 
20 MMm 3 5 4 

4-[((is.2R)-2-{[T 5 y (-r 5 y )^ f-yw]T 5 y } v'jj' D-sd{-v/^i.)r $ 

y ]-6-^ ^yW-N-(2-(^yU;^ y >-4— T /P) oi^yu) :/ y y-2-:tijV:^^ 

jE-(';i-:^FAB-MS m/z : 4 5 5 [M+H]* 
25 11101] 3 5 5 

4-[((lS.2R)-2-{[T 5 y (-f $ y ^/W]T $ y } jJ' D^df iyyl')Z 5 

I-f;*-:<^F AB-MS m/z : 4 1 2 [M+H]* 
Ill60ij 3 5 6 
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4-[((lS,2R)-2-{[T $ y (-Y $ y )^ 5"yW]T ^ / ] i/ ^ u-^^'yjl^)7^ 
y t//u-6-;;< f-yu^-f/ y >'-2-;^/^^=^f" 5 K 

jE-C:^:/? AB-MS m/z : 4 2 6 [M+H] + 

mmi 3 5 7 

5 4-[((lS,2R)-2-{[T ^ y (-Y 5 /)^^yW]T5 / } ^ u -s ^/yW) 7 5 
iE^:tyFAB~MS m/z : 4 1 0 [M+H]"" 

mnm 3 5 s 

4-[((lS.2R)-2-{[T J y ) / ^ Jl-]7 ^ y } ^ 7 ^ 

10 y]-6-;^ ^/w-N-O-pf ^yi'y^>'U)=^-^'/ y :/-2-;<;/U3i^^l?-$ K -IS®? 

lE-^pry F A B -MS m/2 : 4 12[M+H] + 

mmi 359 

4-[((lRS,2SR)-2-{[T 5 / (-T ^ ^)/^J\^]7^ y } ^ 0-^^i^ju)7^ 
15 /]-6-p< ^/w-N-tS-C^ ^/i'f":t):/n e/P]de.:^i/ y ^/-2-;<;>'^/i?:3ri^$ K 

lE-f F AB -MS m/z : 4 3 0 [M+H]* 

nnm 3 e o 

4-[((lS.2R)-2-{[T 5 y ('1' 5 / ) P< f-^l^lT 5 / } ^ o^df-'^/U) 7 5 
20 y]-6-y ^yw-N-Cs-y 5'>'W-l,3-^7y — /'i^-2-i'/i')=^-^->' y ^^-2-;&>'U/1? 

IE^;i-> F AB -MS m/z : 4 3 9 [M+H] + 

m^iJ 3 6 1 

4-[((lS,2R)-2-{[7 $ / (-< 5 /)y f-;V']7 $ / } ^ o--#>'yU)7 5 
25 y ]-6-y ^/W-N-[2-(2-^3i=:yU)ic^/P]:3r-^-i^ y :^-2-*/U'jK^t 5 K 

— ^^^^ 

jE^;f:^F AB-MS m/z : 4 5 2 [M+H3 + 
MMM 3 6 2 

4-[((lS,2R)-2-{[7 5 y (•< 5 y )y f^/l'jT 5 y } v-J? P-vdrv/;u)7 $ 
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ifs^-fx K 

lE^t'^Y hB-US m/z : 4 5 4 [M+H]"' 
%Mm 3 6 3 

5 4-[((lS, 2R)-2-([r $ y (-Y 5 f'/HT 5 J } -> ^ D^^v/yU)7 5 

>']-N-[(lR.2R)-2-p< h =5f v'i/^ o^df ->/U]-6-^ ^/W:Jr:>-/ U >-2-ilfV^ 

jE'f';^->- F A B -M S m/z : 4 5 4 [M+H] + 
|IJ60iJ 3 6 4 

10 4-[((lS. 2R)-2-{[7 $ y (-r * y)^ ^/bJZ $ / li'^ o-^^i/>'l')7 ^ 

IE-f;d-:^F AB-MS m/z : 4 3 8 [M+H] + 
111601)3 6 5 

4-[((lS. 2R)-2-{[T $ / (-r ? y)^ f-yUjT 5 y ) u^^i^jV)T % 

15 y ]-N-(2-^^/uy^/i^)-6-y ^^^df--^y y >-2-:)& ^ K 

]E-f AB-MS m/z : 4 2 6 [M+H]-" 

3 6 6 

4-[((lS. 2R)-2-([T § y (-f 5 y ) ^ f-/l^3T 5 y ) D -.dfv- 71^)7 5 

20 y]-6-y ^/u-N-=^ry y ^'-6-'Y/i^=5!^-^y y >'-2-:*/i'#"dE-f-$ K H^ggf^ 

jE-f ;d->'F AB -MS m/z : 4 6 9 [M+H]* 
1116^3 6 7 

4-[((lS. 2R)-2-{[7 $ y U 5 y)y ^^U]7 $ y }:y^ a^^v//U)7 $ 
y ]-N-(lH-'<i^X^ 5 y y-yU-2->f yuy ^/U)-6-y ^yU=^r-^-i/ y ^^-2-:«7 
25 5 K Hlfi^i^ 

iE'1';i->' FAB-MS m/z : 4 7 2 [M+H] + 
Hig^iJ 3 6 8 

4-[((lS. 2R)-2-{[7 5 y (-r 5 y )y 5'yU]7 5 y } i^^ u^^i/jV)T 5 
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IS& IsH 

iE^:t>^F AB-MS m/z : 4 3 8 [M+H] + 

nmm 3 6 9 

4-[((lS.2R)-2-{[T ^ / ('f 5 / ) ;< ^^/UjT 5 / } o^^i//l.)T $ 

fSa. PX ^X8L 

jE'1':t>' F A B -M S m/z : 4 1 2 [M+H] + 
^iS^^iJ 3 7 0 

4-[((lS.2R)-2-{[7 $ y (-f 5 / ) ^ f^y>]T 5 / } i/ ^ m^'^iyjl^) T % 

10 /]-N-(2-->^ n--^dri/'yU3i^yl')-6-^ ^/Wdr-^y y :^-2-:3t7y^;!K^i^ $ K 
' ffer "Kfa' 

— *3BL R5Jt <^0L 

jE-f ^t^T AB-MS m/z : 4 5 2 [M+H]-" 
m^fiJ 3 7 1 

4-[((lS,2R)-2-([r 5; / (-< / ) ^ ^/l^] T % u^^VJ\^) 7 % 

15 y]-6-^5^yW-N-(l-n-7'D f/v:/f">'i')=3f^y y i/-2-*>'^3iK=^r1^5 K Z 
ija fi!^ j£r 

]E'r;i-VF AB -MS m/z : 4 4 0 [M+H]* 
3 7 2 

4-[((lS.2R)-2-{[T 5 y (-< 5 / ) ^ T 5 y } V d --^^ iz/u) T 5 

20 y ]-N-(2-:3i h i^3if-/P)-6-/ f^;^=^r:^y' y >'-2-*;l'AK^f- ^ K 

]EW;^->F AB-MS m/z : 4 14^]-" 
3 7 3 

4-[((lS.2R)-2-([T 5 y (t' 5 y ) y T 5 y } i/iS' n -v.=^r 7 5 

25 y]-N-[2-(2-y h^i^7*::i/W)a:f^;U]-6-y f-y'l'^'f y y ^'-2-;f;/>/J^ ^ 

E'f :tVF AB-MS m/z : 4 7 6 [M+H]* 

%%m 374 

4-[((is,2R)-2-{[7 5 y (-f $ y )y ^/wir 5 y } i/^:' p^='fv'yi')r 5 
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/]-6-p' ^/W-N-Cd-d^ y i^y-Z-i /U) a y v?y-2-'f y^);<5"y^]dE-t 
I'r;J->F AB -M S m/z : 5 0 2 [M+H] + 

^mm 3 7 5 

5 4-[((lS.2R)-2-{[T ^ / (-r $ ^/l^]T $ / } >^ p ^ ) 7 $ 

/]-6-> f->'l'-N-[2-(4-;?« 'fyi'-l. 3-f^7/~/W-5-'l'yl')ai^yU]:^r:fi/ y 
y-2-;&/^#>1^5 K HltSf^ 
lE'f ;t^^F AB-MS m/z : 4 6 7 [M+H] + 

mmm 3 7 6 

10 4-[((lS,2R)-2-{[T 5 y (-Y 5 y ) y f-^W]T 5 / } :^ a ^df- ->yu) 7 5 
/]-N-[2-(3.5-i?y ^/l-'f y ^Jrl^:/ — ;U-4— r/U)3:^/V]-6-^ ^yl'=¥-f / 
y >-2-:^/U7fi^-t^ K 

I-Y;r>FAB-MS m/z : 4 6 5 [M+H]"^ 
MMm 3 7 7 

15 4-[((lS,2R)-2-{[7 5 y ('C 5 y ) y f"/P]7 $ y } o i/^U) 7 5 
y ]-N-( h 7 :/^-4-y h =^ v^v^i? v'/U)-6-y ^/U=3f y >'-2-;<7 

lE^^y FAB-MS m/z : 4 5 4 [M+H] + 
3 7 8 

20 4-[((is, 2R)-2-([7 $ y (-f $ y ) y ^/W]7 5 y } d ^^E- e^yU) 7 5 
y ]-N-(2, t Kd-ih— f :/x>'-2--r yu)-6-y ^ju^i-y y >'-2-;t7>'i' 

lE^ ±yFAB-MS m/z : 4 5 8 [M+H3* 
MMm 3 7 9 

25 4-[((lS.2R)-2-{[7 5 y 5 y ) y f-/U]7 5 y }->:J' n^dE^->/U)7 5 
y ]-6-y ^yu-N-[4-( h y 7/U;tP y h^r v')-<:y -✓^yi^]^-:?-/ V >-2-pA 

iE^;t-^^FAB-MS m/z : 5 16[M+H3* 
3 8 0 



92 



wo 03/091224 



PCT/JP03/05432 



4-[((lS,2R)-2-{[T ^ y i y) / f-A]7 ^ / ) ^ u^^i^;\^)7 
J ]-N-(3-3:^ h l-'^y f'yUT'p k'/W)-6-/ "^/V^-f^J ]) y-l-1i>\^ 

iEW't^^F AB-MS m/z : 4 5 6 [M+H]* 
5 HilffeW 3 8 1 

4-[((lS, 2R)-2-{[T 5 y 5 / ^/UlT? /} v/^ n-^^'y)\^)r 5 

lE^f:*-:/ FAB-MS m/z : 4 5 2 [M+H]* 
10 %%^\ 3 8 2 

4-[((lS. 2R)-2-{[7 5 J 5 / );<5"yw]7 5 n df- ^l. ) 7 5 

E'f3}-:xF AB-MS m/z : 3 8 4 [M+H]* 
3 8 3 

15 4-[((lS. 2R)-2-{[7 5 y (-f $ y)/^yV']75 y } v'^ P'^:¥£^/l^)7 5 

y ]-N— r y T'f'/w-e-;^ ^/p^-^-y y :/-2-*y^#=^r■!^5 K "i^i^:^ 
XSl 

4-{[(lS. 2R)-2-({(tert-:y' V ^ ti )^ if^ =■ )\^) T x J [(tert-^ V^'yl^ 
= § y ]> ^>'l'}7 5 y ) iX^ n^^'y)V\T % / V -/ i- )V 

20 -6-/ ^>'i' ^ -f '/ y >'-2-;;!7 yUxK 1?- ? K 

4-{[(lS,2R)-2-({[(tert-:/ h * yV/ j|? ^yP) 7 $ y ]t(tert-:/ h =3? 
^';l;;U5jf-/W)-r 5 y ]y f-/H7 5 y ) i/^ a->.^->>rV]7 5 y }-6-p<f">'U 
^t/ y >'-2-;!7>'U^yi?4 0 0 m g , ^ Vy'^lVT 5 > 0 . 15ml, 
l-(3-i^y 9^/1^7 5 y T'P \^)\^)-%-^^)^lJ)^if^'J'^ 5 Kit®e^2 8 5 
25 ing&t>* 1-t Ko=3fi^^:// h y 7/->'P2 0 Omg© N, N'-v'y 5^-'^ * 
ylxA7 5 K7 m 1 "^WiVL V y =^^JV7 5 VO. 41ml 5: JP;?.^Sl-T 2 
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\ZXi^mLXSmt^^2 4 2mg SrSfeta^i: L-C#fc. 
XS2 

4 -[((IS, 2R)-2-([T 5 / (-< 5 y)^ ^/L-]/ 5 y n^dE-v^yU)7 5 

5 4-{[(lS.2R)-2-({(tert-:/ h =^r v/* ^U*' ^yU) T ^ y [(tert-^ h ^ :iJ 

6-y f-/u=Sr:h/ y :/-2-;«;>'U/}?^-!^ ^ K 2 4 2 m g <D^\^i^^VV % m 1 
ic Fy 7yP;d-Dg^if 6 m 1 ^*a^. ^ifilcx 1 Sffi^FBlKf&t^Co Jg^t. 
B^^yi^i^V v'TN H v' y ^A^d-^ hi/77'f-(i5'DD* 

10 /i-i. : y 5:1) idXifSMt, (1 6 0 m g ) 

^f/W^jC?5 m 1 Sr^Dx.. 1 l^^lt^*^ t fc, ^ai#)^6® ilK^f-^WT- 

Ti^yj^VrW. (C2,H„N,0 • 2HC 1 - 0.2ti,0 tLX) 
15 tf^iii: (%) C:53.21 H: 7.10 N:20.68 
HayM (%) C:53.02 H: 6.99 N:20.97 
jE-f:^->'F AB-MS m/z: 3 9 8 [M+H] + 

itll3tS [o]^''p=+i8. 18 (c = o. 5 y^^y-zu) 
niiE^iji . 2xit 3 8 3 tmmzLxuroit'tm^mit, 

20 ^ifiCSJ 3 8 4 

4-[((lS,2R)-2-{[7 5 y (-r 5 y )y g"yW]7 5 y } -^^5' n-^JeS^/U)7 ^ 
y ]-6-y 5^/U-N-[2-(> f-yl-5';t):=c5"/U]:^r-^-/ y y-2-;)t7 /l^ /J^ ^^r 1^ 5 K 

— 

I'f^^F A B -M S m/z : 4 1 6 [M+H]* 
25 mum 3 8 5 

4-[((lS,2R)-2-([7 5 y (-r 5 y )y ^/W]7 5 y } i/:^ a-^dri/;L/)7 5 
y ]-N-(i/i5' azfa tVW> ^/U)-6-p< 5^/U=^-:^)/ y V-2-* ^ 1^ $ K 

<BL i3X ^IIIL 

I>f ;r:^F A B -M S m/z : 3 9 6 [M+H] + 
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^nm 3 8 6 

4-[((lS.2R)-2-{[T $ / (-r 5 / ) ^ f-/l-]r $ y o^ir-yjU)7 ^ 

5 jE>r:ti^FAB-MS m/z : 3 8 0 [M+H3* 

^ii^J 3 8 7 

4-[((lS,2R)-2-{[r 5 / (-< 5 / )^5^/l']T 5 y } v-^ o^^iy;P)T 5 
/]-6-> ^/i'-N-(2-(f y v'i^-4-Y>'l')^^>'U)='e-^y 'J ^^-2-;<7y^^J<:¥1^ 

10 lE^f^f^'F AB-MS m/z : 4 4 7 [M+H] + 

^It^J 3 8 8 

4-[((lS,2R)-2-{[r 5 y (-< 5 / ) ^ f-yl-lT 5 y ) d '^:^r i^^l^) 7 $ 

jE-f ;*->F AB -MS m/z : 3 8 4 [M+H]* 
15 3 8 9 

4-[((lS,2R)-2-{[T 5 / (-r 5 y ) P< 5^/W]T ^ y n ^df^ v^yu)7 5 

y ]-N-[2-(4-:7/l':^P 7 31::^ /b) 3^5" 3-6- y ^yl-=>r:^y U y-2-* ^PtK 

jE'f:^->'FAB-MS m/z : 4 6 4 [M+Hl* 
20 HJgfini 3 9 0 

4-[{(lS,2R)-2-{[T 5 y (-f 5 y ) ;^ ^/UjT 5 y } C/J^ d ^:^r->yu) T 5 

y ]-6-y ^/p-N-(3-hf y ':^y-3-^/j^y p if y y-2-;&/i'7i?:3f i^ 

^ h — — 

]E^:^-VF A B -MS m/z : 46l[M+H]^ 
25 ^jSfe^J 3 9 1 

4-[((lS,2R)-2-{[T 5 y (-< 5 y )^ f-/W]T $ y } n ^:5rv/;l/) T 5 
y ]-N-(2-^/^ p yp fyV'ai^;»l^)-6-y ^/^=3r-^y y >'-2-*/WJj<=¥f- 5 K 
I>(';tyFAB-MS m/z : 4 1 0 [M+H] + 

nmm 392 
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4-[((IS,2R)-2-{[7 $ y (-r 5 ^yw]7 $ / u-.dr->^U)T 5 

JEW;*-:/? AB-MS m/z : 5 0 0 [M+H]"" 
5 3 9 3 

4-[((lS.2R)-2-{[7 ^ y ('T 5 / f'/Ulr 5 y \ 'y^ u^^iy/U)7 5 
/]-N-(3-:J' n D'<^^vf/W)-6-p' ^>'U=3p-^-y y y-2-;^/UiK=¥1^ 5 K "it 

jE-fi-VF AB-MS m/z : 4 6 6 [M+H]* 
10 mMm3 9 4 

4-[((lS.2R)-2-{[7 5 y (>r ? f'vH7 5 / P'^#i^/l')7 $ 

iE>f :i->F AB-MS m/z : 4 1 2 [M+H] + 

MMM 3 9 5 

15 4-[((lS,2R)-2-{[7 5: y 5: ^^l']7 5 / }v/j5' D^deiyyU)7 5 

y j-N-Cv'^ 5^/u)-6-^ 5'/i'=¥:fy y >-2-:^;>'U7j?^-y- 5 K Z 

IE-r;i-:^F A B -M S m/z : 4 1 0 [M+H] + 

mmi 3 9 6 

20 4-[((lS, 2R)-2-|[7 5 7 (-T 5 / ) / 5^ /u] 7 5 / } n ^ i^/W) 7 5 
y ]-N-(3-n-:/ h=^>'yn l:'yU')-6-y ^^jVi^-fV y >'-2-;!7 /WtJ? =<r -y- 5 K 

— "^niL <^jin. 

i-(':t>'F AB-M S. m/z : 4 5 6 [M+H]* 
%%m 3 9 7 

25 4-[((lS.2R)-2-([7 5 y (-f 5 /) ^ 5"/l']7 5 y h> D^:3ri//W)7 5 

jy\\-{.Z-y ,v)-^-i^=i- -TV ^) 1^-2-13 )V if. ^-^ Y Z. 

E-f ;t>'F A B -M S m/z : 4 5 0 [M+H] + 
HIS^SJ 3 9 8 
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N-{(lR,2S)-2-[(2-{[(2S)-2-(^ ^/l-) V i^^-l-^ /U:i]r. 

<^ 

E'f;j-i^F AB-MS m/z : 4 4 0 [M+H]-" 
5 %%m 3 9 9 

4-[((lS,2R)-2-{[T ^ J ^ y )p< ^/V]7 $ J \ ^ xi )V)7 % 

]E-r;4-:^F AB-MS m/z : 4 4 0 [M+H] + 
10 4 0 0 

4-[((lS,2R)-2-{[7 5 y 5 y )^ ^yHT ^ J } ^ P^=Jrv'yW)T 5 

jE'<;i-:^F AB-MS m/z : 4 5 2 [M+H] + 
15 |I%9>J 4 0 1 

4-[((lS,2R)-2-{[T $ y ('f $ ^/Wjr 5: / } ci'^:3f.'>yl')T $ 

lE'f ^i-^F A B-MS m/z : 5 6 8 [M+H]* 
20 Utt^J 4 0 2 

4-[((lS,2R)-2-(CT ^ / (-f 5 / ) ^>'Hr $ / } i/^ D'^^^f i^/U)7 5 

iE-f;!i->F AB-MS m/z : 5 0 0 [M+H]* 
25 IlifefiSJ 4 0 3 

4-[((lRS. 2SR)-2-{[r 5 / (-f 5 J ) ^ f\^\T 5 / } v/^ p v'/l^) T 5 

E'f ;*->F AB-MS m/z : 4 5 2 LM+H]-*- 
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nn^i 4 0 4 

4-[((lRS.2SR)-2-{[T $ / (-T 5 Z)^ ^/HT5 / ) ^ n 7 5 
/ ]-N-{2-[:ii^/W(3-p' ^/W7 3:-/W)7 5 / ]i^;U}-6-^ ^yW='r-f :/ V 

5 ]E-f;i-:^F A B -MS m/z : SOaLM+H]'' 
HJg^iJ 4 0 5 

4-[((lRS.2SR)-2-{[T 5 7 (-T 5 7 )^ f-yPlT 5 / li^^ D^dri/yW)T 5 

10 I>f :^->F AB-MS m/z : 4 4 7 [M+H] + 
4 0 6 

4-[((lRS,2SR)-2-{[7 5 7 (-f 5; y)^^yl']T$ yli/jJ' D^#i/ylx)T5 

15 ]E-1';*->F AB-MS m/z : 4 10[M+H] + 
HJfifi^H 0 7 

4-[((lRS,2SR)-2-{[T 5 y (-T 5 y)p'^/V.]T5 /li^J? o^#i/>rU)T$ 
y ]-N-(2,4->?^ D o^y v^/u)-6-/ ^yu=^r:^/ y v-2-;&>'^;^^^1^ 5 K 
Z H y 7/u:tog^®fjg 
20 ]E-<;^>'F AB-MS m/z : 5 0 0 [M+H] + 
^liS^J 4 0 8 

4-[((lRS,2SR)-2-([T ^ / (-T 5 / ) p< ^'yWjZ ^ y ) ^ p ^=55- T 5; 

/]-N-(2-7 y >'i'^ ^/i')-6-^ ^>'i^='fty' y >'-2-;«;/^3^<^1^5 k n h y 

25 E-fpfyF AB-MS m/z : 4 2 2 [M+H]-' 
^JS^J 4 0 9 

4-[((lRS.2SR)-2-{[T 5 y (-Y $ y ^/I'JT ^ y ) iyi^ u^i^'yjK^^T x 
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lE^ty FAB -MS m/z : 4 3 8 [M+H]'' 

nmmA i o 

4-[((lRS,2SR)-2-{[T 5 y $ y);^^^v]r 5 y ] a^^i^/U)7 5 

5 a^^^ 

lE^ tl^F AB-US m/z : 3 9 8 [M+H]-" 
m0ij4 1 1 

4-[((lRS.2SR)-2-{[Z 5 y (-< $ ^/UJT 5 / } -> ^ a^^^riX/P) 7 5 

y]-6-/ f-/W-N-[3-(p< ^yU5";t)7'D fyu]=^r1-y V >-2-:^ 5 K 
10 ~ h y 7;U:^Dg^®!li: 

E'f :d-:/F AB -MS ra/z : 4 3 0 [M+H] + 

mMm4 1 2 

4-[((lRS.2SR)-2-([T $ y (-T 5 7)^ ^yW]7 5 7 } D^=*r i^vl^) 7 5 

15 7;i';i-o 

iE'r;i->'FAB-MS m/z : 4 1 2 [M+H] + 
l|j6S0!l4 1 3 

4-[((lRS,2SR)-2-{[7 $ 7 (-f 5 7)7 ^/U]7 5 7 } n-^dri//u) 7 5; 
7 ]-N-(l, l-v';^ ^jU^a tVl/)-6-7 f'yu^^:/ y :/-2-* /UtK =5r t 5 K 
20 ~ h y 7/U;e-Dg^^ig 

lE-f^d-^ F A B -MS m/z : 4 1 2 [M+H] + 
II16«^4 1 4 

4-[((lRS,2SR)-2-{[7 5 7 (-f ^ 7 )7 ^/U]7 5 7 } v- ^ n^:3r 7 5 
7 ]-6-7 f-yi^-N-n-:?}-i? f'yu^-t/ y :^-2-;!7yu-Jit>l^ * K ~ h y :7;i/;i- 

25 

iE'r:st-^'F AB-MS m/z : 4 5 4 [M+H] + 
^1&m4 1 5 

4-[((lRS,2SR)-2-{[T 5 7 ('f § y)y^/l-]7 X 7 ) D^#'>/l^)r 5 
7]-N-(2-;?'D^^:/i//u)-6-p<f-/i':^-^-/y >'-2-;<7/i'xK:¥f-$ K 
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IE-r;d->'F AB-MS m/z : 5 1 0 [M+H]* 

MMm 4 16 

4-[((lRS, 2SR)-2-{[r 5 y (-r 5 / ) ^ ^/HT 5 / 5 
5 y]-N-[l-(p< h ^yU):^n f>U]-6-> 5^/U=^-^y y >'-2-*yU/}f :^r1?- 

]E'(':^>F AB-MS m/z : 4 2 8 [M+H] + 
MMMA 1 7 

4-[((lRS.2SR)-2-{[7 5 / $ / ) > 5"/^]T 5 7 Iv^iX a-.:Srv^^V)7 5 
10 y]-N-(3-n-y h:*- •>7'n t';V')-6-p« ^>'i':3e--f>' y :^-2-*y^7l^^i^ ^ K 

y yji^^u^mm. 

jE^;*-^^ AB-MS m/z : 4 5 6 [M+H] + 
4 1 8 

4-[((IRS.2SR)-2-{[7 ^ y (4 ^ / ) / ^/V]T 5 / } v-^ u ) 7 $ 
15. y ]-N-(2-p< h :^v'^:/i^^u)-6-^ 5^/^=^r:^y y >'-2-*/U/i^:5r1^ 5 K Z 

jE-i';i-:^F AB-MS m/z : 4 6 2 [M+H] 

mn&m 4 19 

4-[((lRS.2SR)-2-{[T 5 / (-T 5 / ) ^/U]T5 / ) ^ u^^V)\^)T % 
20 y ]-N-[2-(l-:y^ D^df-ir ^^-l--<^U')^5^yu]-6-p< ^/u^^r-^-:/ y >'-2-:^; 

aE-r;t>'F AB-MS m/z : 4 5 0 [M+H] + 
%%m 4 2 0 

4-[((lRS.2SR)-2-|[7 5 / (-< 5 / ) > f^/U]r % y\'y<P ^ ^=Sr v'/U) 7 5 
25 J ]-N-(lH-^>X-r $ ^:/-yu-2--f f^yw)-6-p< ^/u^Sf / y >-2-;t7 

iE'f;i->'F AB-MS m/z : 4 7 2 [M+H] + 
me^J 4 2 1 

4-[((lRS. 2SR)-2-{[7 5 / ('f $ / ) ^ ^/l']7 5 y ) n^^->/l.)T 5 
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E'l':t>'F AB -M S m/z : 4 4 7 [M+H]* 
Ht^ij 4 2 2 

5 4-[((lRS.2SR)-2-{[T 5 / (>r 5 ^ ) p< ^/l^]T $ ^ ) S/^ D^dev'/l/)7 $ 
y ]-6-^ f-/i'-N-[(5-p' V v^v-2-^/P)p< ^^'Wjdf^y y i^-2-:!t7yu 

iE'f;t^^F AB-MS m/z : 4 4 8 [M+H]"- 
Hl^iJ 4 2 3 

10 N-({4-[((lRS.2SR)-2-{[T 5 / (-Y 5 / ) p« f->'U3 T 5 ^ a^^i//U) 

lE'f :^VF AB-M S m/z : 5 5 2 [M+H] + 
%%m 4 2 4 

15 N-(|4-[((lRS.2SR)-2-{CT 5 J (^-i % / )^5^^W]T$ / } ^ D^:^r->/l^) 

7 5/ 1-6-^ ''i-jv^-tV y >'-2->ryu};&>'i'3j?^/i^)^p / 'f-zv^uT. 

lEW:jf->F AB-M S m/z : 5 2 0 [M+H] * 

^JS0iJ 4 2 5 

20 N-({4-C((lRS.2SR)-2-([T 5 / 5 / ) p< f- ^W] T 5 / ) i5' D-.df- 

75 y ]-6-p< f"/i'=^r-^'/ y ^-2->r/i'};!&yi'jK^/i')/<y y 

iE-(';i-^'F AB-MS m/z : 5 3 2 [M+H]* 
4 2 6 

25 N-(|4-[((lRS.2SR)-2-{[7 5 / (-f S y)^^yl']7S /h>^ D^^Srv-ZU) 

E-f^^'F AB-MS m/z : 6 2 6 [M+H] 
lllE«aj 4 2 7 
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N-(|4-[((lRS.2SR)-2-{[T Z y U i / )/^>'l']7$ / ] 'y^ u -y/U) 

H':i-VFAB-MS m/z : 4 4 4 [M+H]* 
5 UMM 4 2 8 

N-({4-[((lRS.2SR)-2-{[r 5 7 (-f ^ /) > ^yUjT 5 / } o^J^-yjU) 

E-f;t^^FAB-MS m/z : 4 9 4 [M+H] + 
10 Hil^J 4 2 9 

4-[((lRS,2SR)-2-i[7 ^ ^ (-T ^ / )y ^^I'lT $ y } ^ d ^^^r •>>'W) T ^ 
y ]-N-t(2E)-3. ^yu;*-^ ^-2. 6-:;' 3^ ;u] -6-;^ ^yu^Jf--:^-/ y 

lE-(:tyF AB-MS m/z : 4 7 8 [M+H]"" 
15 ^MM 4 3 0 

4-[((lRS.2SR)-2-([7 5 / ('C 5 / ) ^ 5^/l']7 5 y ) v':^' p yl^ ) 7 5 

lE-f :*-^'F AB -MS m/z : 4 2 6 [M+H] * 
20 HJi^Sj 4 3 1 

4-[((lRS,2SR)-2-{[7 5 / 5 y ) > f->'l']7^ / } >^ u^^V )\^)T \ 

y ]-N-[2-(2,4-v?^ n a 7 = f^>'U]-6-y 5^ /U =3r "t" >^ >'-2-*yl'Jl? 

iE-f :t>'F AB -MS m/z : 5 1 4 [M+H]"" 
25 %%m 4 3 2 

4-[((lRS.2SR)-2-([7 5 y 5 y ) ^ ^;l']7 5 y } iy iJ' D-sdf--^/u)T ^ 
y ]-N-[2-(>'y f-yi'7 5 y ):t^yu]-6-p< 5^/u=^f y >'-2-:!by^^K=^1^ ^ 

]E'l':t>'F AB -MS m/z : 4 1 3 [M+H]* 
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nWrn 4 3 3 

4-[((lRS,2SR)-2-{[T 5 / 5 y)/^/^]T $ / } ^ n^^i/jU)r^ 

5 I-f:tVFAB-MS m/z : 4 12[M+H]'" 
mm 4 3 4 

4-[((lRS,2SR)-2-([T ^ ^ (-T 5 7)^5^/1-] 7 5 / ) i!' p-^^v';P)7 $ 

10 jE'f ;t:^F AB-MS m/z : 4 3 9 [M+H] + 
UMm 4 3 5 

4-[((lRS,2SR)-2-{[T 5 / (-f $ / )^ f-/l-]T 5 / } v'iJ^ d df- /l^ ) 7 5 
/]-N-[3-(i^7« f'y^T 5 y)7"n tVU]-6-p« f-yW^^r"^ >^ y V-2-;^ Ji< =5r i>- 
^ K H h y 7/i':?i-Di^K*^ 

15 iE^';i-:^FAB-MS ra/z : 4 2 7 [M+H] + 
mm 4 3 6 

4-[((lRS.2SR)-2-{[7 $ y (-f 5 f'/VlT 5 / } o :3r v^/l') T 5 

20 E-l';i->'FAB-MS in/z : 4 6 2 [M+H] + 
mm 4 3 7 

4-[((lRS,2SR)-2-{[T ? / (-T 5 ^/i^]T 5 / ) v'iJ' u-^^'yjl^)r 5 
/]-6-/ f->'i^-N-(3-n-:^D e'yu;i-drv/7'n If /U) =3r-t- / y >-2-:* yUJj? =5E^ t 

25 E-<;i-:/FAB-MS m/z : 4 4 2 [M+H] + 

mm 4 3 8 

4-[((lRS,2SR)-2-{[T 5 / ('T 5 y)<?'^/l']7 5 / ) v'^ p ^Jf- i^yU) T 5 



103 



WO03/U91224 



PCT/JP«3/05432 



lEH:tyFAB-MS ra/z : 4 1 2 [M+H] + 
Htfll 4 3 9' 

4-[((is.2R)-2-{[T ? y (-r 5 y ) > f-/u]r ^ y } v-i? p -^:Jr v-yp) r 5 

y ]-N-{[l-(^ h ^-y/ ^/i-) y^ a^^i/Jl^]/ ^/u}-6-p< V 
iE'r:i-^^F A B -MS m/z : 4 8 2 [M+H] ' 

m^m 4 4 0 

4-[((iR,2S)-2-{[r 5 y (-f 5 y )y ^/i^jr $ y D^^jf i^yv)r 5 
y]-N— r yi/^/i'-e-y f-yi^^^rT-y y ^^-2-;t7yw#>i^5 K 

10 jE-r:i-:^FAB-MS m/z : 3 9 8 [M+H]"' 

^mm 4 4 1 

4-[((is,2R)-2-{[T $ y (>r $ y )^ 5^/1^] r ? y } n -.dE^v^yp)r 5 
y ]-N-(>^ P^:/f-;i'p« ^yu)-6-y^>'i^#-f y i^-2-*/p/j^^i^ 5 K 

1e Se? ids 

•^nii ost "tniL 

15 jE'f^:/FAB-MS m/z : 4 2 4 [M+H] + 
4 4 2 

4-[(2-{[T5 y (-r $y)^^yHr ? y}7:ji=/u)T5 y ]-n-(4-^ h^y 

jE^;i->F AB-MS m/z : 4 4 2 [M+H]* 

20 

t hy->-fe7*^>SS#:^m*Bili3J:!9t#:fc^/!ai^!^®j^Sr h y 
[SOmM Tris-HCl (pH 7.8). 5mM MgClj. ImM EGTA [Ethylene Glycol Bis(^ 
-aniinoethylether)-N, N, N' , N' -tetraacetic Acid], 0.1% BSA (Bovine 
25 Serum Albumin) JI^T, B^y^^^Mi^ 5~10Mg/ml iZ fj: ^ X 0 l^^M t 
fc, zn(cPH]y y^-f=}-y ( h y T^igrrfSET'lsliSlg O. OSnM lC#r|R). Rt>- 

25*'c-c 60 5>i' vdf^^^- h tjto ^ry^/^ — i;^^-;^ 

j% [SOmM Tris-HCl (pH 7. 8) , 4 ] Sr ffl V^ T , 0. 3 % PEl 
(polyethylenimine) -Cbu^&S Lfc GF/B 7 'f ^ — ±lclll?r HlUX U , 
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1 1 



(^Jfe^J No.) 


Ki fit (iiM) 


1 


0.00015 


3 


0.00014 


6 


0. 00067 


7 


0. 00065 


1 2 


0.00057 



HCl(pH7.8), 5mM MgClj. ImM EGTA, 0. 1% BSA]|;ir . 1^^ ^ ^ fii^ 8. 5 

^d[Ti^}8S O.SnM iC:f&J8R). SO^^IfS^ife® ^ 1 , 60 zi. 

-<-hL±^ -^r>'^/^-'<^ i?-St>'gfej%j^[50mM Tris-HCl (pH 7.8). 4"^] 
15 Sr^V^T, 0.3% PEI X-HU^OiilLyi: GF/B ^^ybij'-itCl^SrlEUIXL. ^ <b 

1#ll«)M^fl 100iuM:J-p:Sry >#^ST-C©^-g-t L, ^U-^ t^¥!l^^l^ify^^ 
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^2 









urn (/iM) 


1 


0. 18 


3 


0.26 


6 


0.55 


7 


0.57 


1 2 


0. 68 



g *t -r -5 s # ^Til © HI m 10 ^ PbI ay ^ L , 

i^i^^k^i^t L-c, ^ss^ji. ^iiSfij2. ^jg^jB. mmme. mnm 

1 2 . mM0i 2 9 . ^JS^''] 5 2 . ^Sfe^'i] 3 6 4, "^^M 3 8 1 S:I>*^ilS^iJ 

10 /zi ^;feigtfc, *rBB.sit Lx^mit^<^(omm-ch^m^y\^^ iomi 



S3 









( n= ) 






26.57 


4.06 


7 


nmm \ 


0. 5% 


9.57 


2.57 


7 


umm 2 


0. 5% 


7.25 


2. 24 


8 


nmm 3 


0. 5% 


2.33 


0. 84 


6 


6 


0. 5% 


2.38 


0. 68 


8 


nw\ 12 


0. 5% 


8. 17 


3. 08 


6 


^life^ij 29 


0. 5% 


1.67 


0.92 


6 


HJg^ll 52 


0. 5% 


4.50 


1.34 


6 


nmm 364 


0. 5% 


5. 17 


1.60 


6 


Hife^iJ 381 


0. 5% 


5.00 


1. 71 


6 


^mm 383 


0. 5% 


2.33 


1.28 


6 
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{^^<nUL±o Z(D:it^-h. :^^mit'^^it. ^JB^J^t< ttlS$k« 

5 

^ 1 s 2[H]©igg-cigB (iobfhI) ^mir^ :Lb\ci'ofkm^<v T^mm 

mmt^i^t Lx . mmmi. mm&\2. mmms. mmm^^ mmmi 
2 , mmm 2 9 . mmm 5 2 . ^js^j 3 6 4. ^jsfij 3 8 1 Ru^mmm a 

16 8 a^jsjc^gMfk-a-i^^ffiv^fco mife(if'J^SP^iftiaJ-M^ (IOOmD Lfc. 



^4 









( n= ) 






143. 03 


45.34 


9 


mmm 1 


0. 10% 


16.47 


5.94 


9 


2 


0. 10% 


30. 24 


8.65 


8 


3 


0. 10% 


14.81 


4.64 


8 


nmm e 


0. 10% 


45.41 


20. 19 


7 




0. 10% 


20. 82 


6.39 


8 


mmm 29 


0. 10% 


15.74 


6.02 


6 


^iS^'il 52 


0. 10% 


24.74 


14.38 


5 


HJiSfi] 364 


0.01% 


53. 36 


21.47 


8 


381 


0.01% 


68.73 


13. 64 


6 


HJS^aj 383 


0.01% 


20. 73 


7.23 


8 



20 ti-w^Jtfco z<D^ti>^h. y!F^mmit^<^it^^ntLxm\f^^zt\c 
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^:)jm 1 

T'y 120g, iSttife^t Ka^>':7°D fyU-fe/'l'P— ^ 28g ^jjiLid^Je^Klt^i 
6 m (STREA U S/ ) l-fiAt. 5% t K o ^ v^>^o ^^/^■fe>'^o -;^7K 

-fl^^ ( 3 1/ h 12HUK ; ?^7K) i 9 itS 7mffl. UOmg/f&iCJ&B L . 

rnmrn 1 O^ISI^fk'&^I 75g. ILi^ I80g. h l^^n 3 >y^>-fV 75g> ;<7 
;U^p->;;(7yUv'->A 18g ^l^^'&tL^ {^^^'f-iJjV if ^ :^ a. 9 - 
VG-01 M) i-SAL. 5%l: K o =3r d tVb ^ ^/I'-fe /I' a — ;^ tK^?^ ?f 
15 ^S*P;tiiiiaLfc^> (STREA u 5/ ) (cJ;<9l£Ji 

T'-fe/HC 120ing Sr^«b. *|gP^{k-g^i|^ 25ing ^ttt^^y-^^^M^n^o 

^i5m 3 

20 HJig^nj 1 (D^^B^^k-^^ 2.5g RU^i^^l:-^- h y A 4.5g ^ki 
ffl7K 450mL=SrAP^Si^^ft¥t.O. Imol/LJ^S^XfiO.lDiol/LTK^^k-t- h y -7 
i.-CpH ^ 6.5 I^PS-rSo ^(O^iiWfflTK^JDX. 500mL t-tSo 
PS?K^^ i^:^7>'7>f/u^-(?LS 0.22m m)=SrfflV^-C^]ni3E5j§-f 2fc 
iCjg® SmL^Sferv-r/PlCtlBfi^JtC 5.3mL ^« ^^P^^t^^ 

«>>r r7':/-/i'H-l5(t i/U^tl:5!!)99. 75g 45t:T-^St t fc^. SJS 
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5 

Mmm i(D:^^mit't!^^ o.5g, y v^-tKi^-^ h y ■J'a^ 5.2g, y> 

•>i^Sr 0.3g #® L. I^MtIc 950mL Sr*Dxi»1^^«?L, Mt-mjSTkSriOx. 
■C±i:^Sr lOOOmL ir-r-SoIiMj^?:^ y:/^ ^-7 ^ yW^-(7L@ m) 

O.Smg/mL W,feBS»J (5mL) ^# So 6 ?E±g* 

6 

;fy — y^^a^S: 80g. -fe^'y-yw^ 15g. 7.tT V /^T /i^^^ — zl^^ 15g#^ 

Ig. y y;U-<- h 80 =^ lOg, y <>}) h y 5g. 

15 ;i-=^-v'^S#®f> ^^I'Sr o.25g. /■?7;i-='rv'^S#®S:/p fcVu^ 0. 15g, m 

-i^a^-ffl^lSIC 50mL ^tt :^mmit^^ 1. Omg/mL © d - •> a y^J 
20 (SOmL) iSr t# S o 

efel7-1r y 250g. :7.^T y /l'T>'W=i-.'WiSr 250g, ^Ky 

ygi^bt -^i^te 60 ^ 40g#® TKlsJb-r- 7o°c{cijpsL^^$^ft¥i-5 (Jft 

ffi), SiJ{C^Jg0iJ 1 ©^liPJ^b'^'^Sr Ig. 7*0 f v-^-^y i20g, y< 

25 7;i-=^v'$S#@?^f^^l-0.25g. /■«7;^=Jrv^gA§®?7°P tVV^ 0. 15g, It 
Sl{*Sr 340g#«lL, 7K?S±-C70'C(CJiDi&taSiJ§ft?-r5 (7Rffl)„ 

XIJ10gffl$)jfff-3.-y(C^«L, 5)5:|gP^<b-§-ife 1.0mg/gO$I^W^#5o 
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-^y^i^^ llOg. V lf->'U7>'U3-/i/Sr 25g. ^ ^/Hr/wo — ^ «r lOg 
^S^ iS^*iJr^#6o -ir U :/ 13g ?riDx/h§l?g^^ 

Srlv^-C5^t!c-r5o ctvlc^SliTK lOOg ?rAP;t 60t:twAora L^ftfi" 6, 
5 85g ^riD^. 60t:-C^S!ci-S, SU^ ^ U ir y :^ 20g ZfcU^'i^' y 7 

{t:^^^ 0.5g ^Mx. 5QX:X'^WL-<-7. h (500g ^Jt^^D^ 0.5g 

t^)o Xitf* (^J^*) (-gJi (I00g/700cm^) 7Xy:3i5"u:/ 

4^ Img fl|Af+?Pj 7 cmMc^^t-tS, 



no 
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W * O 

^(O-fSi^ (1) 




e-a'- r' 



(1) 

Eit. -NHCO-Xli-CON (R«) - (^^ ^ R^ttTK^Jl^Xtt 
E:dS-CON -©^^li, -o-N (R^) -i:-A='-R=»-eSg 
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{at, N-{4-[((lS.2R)-2-{[T ? /(^ $ /)p'^>H75 y } n 

5 N-{4-[((lS.2R)-2-{[T 5 y (I' 5 /)^5^>'W]T $ / } ^' o ^ # ->yU) T $ 
/]-6-^ f->'Wdr-f / y >'-2-^yl'}-4-^' aa^yX7% \fmXf\^^flh(D 

2. JSfecO-^^da) 



15 6. A=", A='\ St/. A^^ii^M^^^^x■ki>n^i^^^2^^m<o^i^y v 




H 



(la) 
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10. -®^(la)T'^$ix6=3f-t-/ y ^^^f^:*^ N-{4-[((lR,2S)-2-{[T 
5 / (-C 5: / ) ^ ^/UjT 5 / } v/:^' D^dr->yu) T ^ y ] -6-;?< 5" ^ V 
>'-2-</U}-l— <i^y5';t7:c>-2-;^;/^;^?:¥1^$ h\ N-(4-[((lS, 2R)-2- 
{[7 5 y (-r $ y) ;^ ^.'U]T 5 / o'v^Jf -^/U)^ 5 y ]-6-^ ^/U=3f 
>^y >'-2— r/l'}-4-^ h=^^/'<^^XT5 N-{4-[((lS.2R)-2-{[T5 y K 
5 y )^ ^/U]T 5 y } i/'^ p^dr'>yw) T 5 y ]-6-y 5^yu:^r:>-/ y 1^-2-^ 

1 1. i**^2E«©-«j^(ia)r-^$ti5=¥-t->^y 

© :^ ?r ^ 3a fig ^ i -f S H !^ ^ij , 
1 2. <?:©-j|gS;(ib) 




(lb) 

1 5. A'Rxj^A^i)^M.'^%xh^m^-^i 2mWL(o^-rv^) ymm-W-x\t 
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1 6. A", A='\ Rx)^. A^^i^^m^vh^n^^i 2tim<D^i-yv 

5 (Di|o 

10 19. R^RXJ^R^HK m-XiiMfi-^X. tK^J^^^ t < (±r/l'='E^/l'T'*) 

2 0. R';4S7K|^J^.^-Cfc "9 . HQji^v'^ D'^=^v'^^ST'fc >3 , A'&O 
A^iJ^'^-g-T-fo^ . A^\ A'\ RXJ^. A'^t'^^m^Xh'O . R^A^tK 

3~1 OOSR^fll)»i^^<b7K3^S-Cfc«3 . R''StJ^R';J^ l^-Xtt^J'io 

2 1.^ (lb) -C^$n6=^-^y }} 4-[((lS,2R)-2-([7 5 / (-f 

^t/y >'-2-;t;/^/l^^1^^ h\ 4-[((lS, 2R)-2-{[T ^ / (-T ^ y ) p< ^^i'] 
7 5 / ) >':J' p^=Jrv'yW)T ^ / ]-N-(3, 3- ^yW^ f->'l^)-6-p' ^>'^=^E-:^ 
y y y-2-*/^JJ<^1^? h\ 4-[((lS.2R)-2-{[T5 y (-< ^ ^>'H7 5 

25 A^^^D-l h\ 4-[((lS.2R)-2-{[7 5 / (-C 5 / ) / ^i-lT ^ J\'y^xi^ 
^'y)\^^T^ J ]-N-(2-3:5^yW7'f /i')-6-> y >--2-;*7 yW/J? ^ 1>- 

* K, 4-C((lS,2R)-2-([7 5 / (-Y 5 / ) P< f->'l']7 5 / } a '^'f- 7 
5 / ]-6-y 5^yU-N-n-:7'D '/ y V-2-*>'^#=^■t^ 5 4- 

[((lS.2R)-2-{[7 ^ / (-f 5 y );<-^/H7 ^ y p-^^'>yl/)7 5 / ]- 
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2 2. fS*^i 2Elfeo-|^S: (lb) {;:Em<^=^:»-/y >^^ft:Xtt^ix 



lis 



